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PROCEEDINGS 
(Witness previously sworn.) 

PETER P. ROWELL 

called as a witness, being previously 
sworn, was examined and tesitifed as 
follows: 

ADVERSE EXAMINATION (cont'd) 

BY MR. SILBERFELD: 

Q. Good morning. Dr. Rowell. 

A. Good morning. 

Q. Let's continue on this morning beginning with 

the following subject. I want to make sure I 
understand from you every physiological change that 
you believe nicotine can effect in the human body. 

All right? 

We talked yesterday some about the brain 
effects. Do you recall that testimony? 

A. Yes. 

Q. Would you list for me the other physiological 
changes nicotine causes in humans? 

A. In the peripheral nervous system? 

Q. In the peripheral nervous system. 

A. Nicotine — 

This is, again, going to be dose-dependent, but 
at doses that a cigarette smoker would probably be 
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exposed to, nicotine would produce a mild increase in 
heart rate, epinephrine release from the adrenal 
medulla which would contribute to that. 

Q. Those are two separate things? 

A. Yes. And mild increase in blood pressure. 

They're separate, but the increase in the 
adrenal — epinephrine release in the adrenal medulla 
contributes to the increase in blood pressure and 
increase in heart rate. 

Q. So — 

A. But it will also do it directly to the 
sympathetic nervous system, so there are two actions 
which are complementary. 

Q. All right. So nicotine acting alone will 
increase heart rate — 

A. Right. 

Q. — and acting alone will increase blood 
pressure. 

A. Right. 

Q. And nicotine will cause an epinephrine 
release — 

A. Which itself will increase blood pressure. 

Q. — which in turn will increase heart rate and 
blood pressure mildly. 

A. Right. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

262 

Q. Okay. When you use the term "mildly" in this 
context, what is the scientific basis for that 
adjective, if you will, or that qualitative 
description? 

A. Just simply the amount of increase that you get; 
a few beats per minute in the heart rate and a few 
millimeters of mercury on systolic blood pressure. 

Q. If someone has a blood pressure of 120 over 80 
and they smoke a cigarette, what would you expect the 
blood pressure increase to go to? 

MR. NIMS: Objection. 

Q. If you know. 

A. Well any individual, you just couldn't predict 
it, but I'd say overall, smokers will have only a few 
millimeters of mercury increase, maybe one — it may 
not change at all, but it may go up to 121 or 122. 

It would not be a big effect. 

Q. Okay. Going back for a moment to what we talked 
about yesterday with the central nervous system 
changes, I just want to make sure that we covered 
them all. Did we talk about every central nervous 
system change that you're aware of that you believe 
nicotine contributes to? 

A. I can't remember all the ones we talked about, 
but I think when I answered the question I probably 
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would have described every one I could think of at 
the time. 

Q. Any other changes to the peripheral nervous 
system that nicotine causes? 

A. Well again in the concentrations that a smoker 
would be exposed to, probably not, because there's a 
balance between the parasympathetic and sympathetic 
that nicotine stimulates, and they oppose each 
other. At higher concentrations you would start to 
see effects, but that would be moving into a toxic 
range for nicotine, and I don't know that we are 
interested in that. 

Q. All right. Does nicotine cause skeletal muscle 
changes? 

A. Not at the concentrations that cigarette smokers 
would be exposed to, I wouldn't expect. 

Q. So to the extent anyone made that finding or 
reported that, you would disagree with that for the 
concentrations that smokers would be expected to be 
exposed to? 

A. Well I'd need to know what changes are being 
talked about. 

Q. Relaxation of the skeletal muscles. 

A. Well I'd have to read that finding. I can't 

right now see a physiological reason why nicotine 
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would do that. Nicotine stimulates the neuromuscular 
receptors at relatively higher concentrations than it 
stimulates the neuroreceptors on nerve cells. 

Q. So at least as you sit here today, you can't 
agree with that notion. 

A. Not from cigarette — 

Not with cigarette-smoking concentrations. 

Q. All right. Does nicotine cause or contribute to 
endocrine changes? 

A. Yes, in the few that I said; the epinephrine 
release from the adrenal medulla. 

Q. Okay. Is that the only one you're aware of? 

A. There are some changes in some other hormones 
that can be picked up, but I don't know that they 
cause any physiological effect that you could 
actually measure unless you just measured the blood 
levels. ACTH would be a hormone that's been shown to 
be increased. 

Q. Do you put the hormonal changes under the 
endocrine umbrella or under the estrogenic umbrella? 

Let me put the question a different way. Does 
nicotine cause estrogenic changes? 

A. I don't know the answer to that. 

Q. The hormonal are an increase in ACTH. Any 
others that you know of? 
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1 A. Not that I know of. It well could. I think 

2 it's a little bit outside of my area because I 

3 concentrate more on the central effects, but I'm not 

4 aware of any dramatic changes in any hormones except 

5 for the fact that epinephrine can generally be 

6 increased. But other minor transmitters — I mean 

7 hormones could well — 


8 

Q. 

And the — 


9 

A. 

— be increased. 


10 

Q. 

And the increase in ACTH that's been 

reported is 

11 

non- 

physiologic in terms of being noticeable to 

12 

the 

— to the subject? 


13 

A. 

I would say you couldn't measure any 

response 

14 

that 

that produced from smoking. 


15 

Q. 

Now are there any other categories of 

nicotine 


16 changes in the body that we have not talked about 

17 other than the central nervous system, the 

18 peripheral, the skeletal muscle, about which there's 

19 a controversy, the endocrine, and possibly the 

20 estrogenic? Any other broad categories of nicotine 

21 changes physiologically? 

22 A. No, that encompasses pretty much everything. 

23 But the endocrine would fall — 

24 The estrogenic would fall under the endocrine, 

25 and I would put the skeletal muscle under the 
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1 peripheral nervous system as well, so there's kind 

2 of — 

3 Q. All right. 

4 A. They're all caused by the nicotine changes on 

5 the receptor, interaction with the receptor. 

6 Q. And have each and all of those changes been 

7 described in the world medical literature in either 

8 humans or animals? 

9 A. I don't know the answer to that, but I suspect 


10 

that 

they have been. 


11 

Q. 

Have you in the historical review 

listed the 

12 

papers that describe the nicotine changes and when 

13 

they 

were written? 


14 

A. 

Yes . 


15 

Q. 

So without taxing your memory, if 

we looked in 

16 

there we would find them all. 


17 

A. 

I don't know that you — 


18 


No, you would not find them all. 

You'd find — 

19 

Q. 

We'd find representative ones? 


20 

A. 

Yes. 


21 

Q. 

Would we find the first ones? 


22 

A. 

Hopefully, if we've done a good job, but maybe 

23 

not. 



24 

Q. 

You have it in front of you; do you not, — 

25 

A. 

Yes. 
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1 Q. — the chapter? So if I — 

2 I'm just looking at the table of contents. 

3 A. Okay. 

4 Q. Am I correct that chapter two would be the 

5 central nervous system chapter, basically? 

6 A. Not exactly. Chapter two is more of a how 

7 nicotine works on receptors, the things we talked 

8 about, desensitization, upregulation, chronic 

9 effects. Four and five would be the central nervous 

10 system effects. 

11 Q. All right. Three would be the peripheral 

12 nervous system, by its name. 

13 A. Right. 

14 Q. And then where would we find the endocrine 

15 effects? 


16 

A. 

They'd be under three, I 

would think. 

and some 

17 

in 

four. 



18 

Q. 

Okay. Since we have the 

chapter open. 

let me 

19 

ask 

you a few questions about 

it. Not the 

chapter. 

20 

the 

paper review. 



21 

A. 

Okay. 



22 

Q. 

Turn, if you would, to page four — 


23 

A. 

Four. 



24 

Q. 

— of the actual text. 



25 

A. 

Okay. 
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Q. Do you see the statement that begins at the top 
of the page, "Upon entering the lungs, however, 
nicotine encounters an aqueous environment with 
considerable buffering capacity which neutralizes the 
smoke components?" 

A. Yes. 

Q. And then the next sentence is the one I'm 
interested in: "There is little evidence that the 
rate or extent of nicotine absorption from the lung 
is significantly affected by the pH of smoke." Do 
you see that? 

A. Yes. 

Q. And then you cite there three papers, Armitage, 
Schievelbein and Benowitz. 

A. Yes. 

Q. Are each of those papers papers that concern the 
effect of pH on the lung? 

A. I would have to go back and look at the 
individual papers, but I assume so since it's been — 
they've been referenced. 

Q. They're listed at the back; are they? 

A. Right. Hopefully we've gotten all of them back 
there. 

Q. I'm at the beginning of the bibliography on the 
second page, it's page 98 of the text, and that's 
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where all the Armitage papers are listed. 

A. Okay. 

Q. The last one appears to be the 1975 paper that's 
referred to on page four. 

A. That appears to be correct. 

Q. Can you tell from the title whether that article 
concerns the lung? 

A. No, I cannot. 

Q. Do you remember whether it concerns the lung? 

A. Well it says from cigarettes, so I assume that 
it concerns the lung. But I don't know. 

Q. And then on the next page, page 99, is where Dr. 
Benowitz's papers are listed, and actually there are 
two 1990 papers. Can you tell which one supports the 
statement that you made on page four? 

A. The way it's listed, it would be the last one on 
the page because I have co-authors listed on page 
four. 

Q. Oh. The et al? 

A. And the other two 1990 papers would be just 
Benowitz 1990. 

Q. Uh-huh. Are you able to tell from the last 
paper listed on page 99 whether that paper concerns 
the lung, or some other part of the body? 

A. No. That was a book chapter. I think he 
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discussed several different routes. That was — that 
was in the book by Wonnacott, but I don't — I don't 
remember, you know, every article in this review 
without going back and looking at them. 

Q. And then if you turn to page 135, I think you'll 
see the third paper from the top is the Schievelbein 
paper. Have I said that correctly? 

A. I don't know him. 

Q. Close enough. 

A. It's as good as I can do it. 

Q. Is that the paper that you cite at page four? 

A. Yes. 

Q. Do you recall whether that paper concerns the 
lung? 

A. No, I don't. 

Q. Can you tell from the title? 

A. No, I can't tell from the title. 

Q. In any event, these three papers on page four 
are the entire support for the proposition that there 
is little evidence that the rate or extent of 
nicotine absorption from the lung is significantly 
affected by the pH of smoke? 

A. That's the extent of the documentation I have in 
this review. 

Q. We'll get back to the pH after a while. 
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Turn, if you would, to page 89 of the chapter — 
or the review. I keep calling it "the chapter." 

This is now in the last chapter of the review; is it 
not? 

A. Yes. 

Q. And this is the editorial view of you and Dr. 
Carr, I take it. 

A. Yes. 

Q. And on page 89 you say, in substance, we're 
unwilling to accept the notion that drug dependence 
is synonymous with drug addiction. Do you see that? 
A. No, but — 

Q. It's in the second full paragraph. 

A. Yes. 

Q. "However, if it is to be used at all, it should 
be reserved for those forms of drug dependence which 
are characterized by strong or severe compulsive use, 
strong or severe psychoactive effects, and strong or 
severe drug-reinforced behavior." 

A. Yes. 

Q. Do you accept the notion that there is going to 
be individual variability between smokers in terms of 
the effect of smoking on them? 

A. Yes. 

Q. And that individuals of the same height and 
STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



CONFIDENTIAL 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


272 

weight and even the same smoking habit and pattern 
may have different effects from even smoking the same 
brand of cigarettes? 

A. Yes. 

Q. And that those effects between individuals can 
vary widely. 

A. Yes. 

Q. From mild to severe? 

A. With cigarette smoking, I'm not ready to say 
that anyone would have severe — I'm sorry. 

With nicotine, I'm not sure that anyone would 
have severe psychoactive effects or strong compulsive 
need to use nicotine. 

Q. Nicotine in cigarettes. 

A. Right. 

Q. So when yesterday you testified about a mild 
dependence, that whole set of views of yours, that 
related to the population, did it not, of smokers 
broadly? 

A. Yes. 

Q. And that you didn't account for that nor intend 
to say that each and every smoker had a mild reaction 
or a mild dependence. 

A. Okay. Most of the conversation as I recall from 
yesterday, we were talking about whether nicotine 
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would have these properties by itself, and I 
maintained that nicotine had very weak psychoactive 
effects, nicotine had very weak — well, or 
non-existent compulsive use, and the drug-reinforced 
behavior, I would agree that it does have mild to 
moderate effects. 

With cigarette smoking, we're now out of a drug 
dependence, in my opinion, we're to a behavioral 
condition, and so now you have to change this from 
whether I would consider behavioral effects which are 
compulsive and which — well they wouldn't have — 
they could have drug-reinforced behavior like 
cigarette smoking, I guess, whether they would be 
severe, and I guess in certain people I cannot say 
that individuals would not fall into this category 
for cigarette smoking, but I have no way to know that 
because there are individual differences. 

Q. And to the extent that an individual has a 
severe dependence upon cigarettes, would that be in 
part due to the fact that the cigarettes contain 
nicotine, in your view? 

MR. NIMS: Objection. 

A. I would say if the person would have a severe — 
if a person did have a severe dependence on 
cigarette-smoking behavior, not just really on the 
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cigarettes, on the behavioral factors that we talked 
about yesterday — 

Q. Which include the cigarettes. 

A. Well the cigarettes are part of the behavior. 

Q. Right. 

A. You wouldn't even have to light the cigarettes 
and they could get some of that behavior. And part 
of the behavioral effects of the cigarette smoking is 
due to nicotine. 

Q. Is there any correlation, in your view, in terms 
of the extent of a person's dependence with a 
person's efforts to stop smoking? 

A. I would say that's correct, yes. 

Q. And across populations, would it be fair to 
compare cessation efforts with the degree of 
dependence that those same populations or people have 
to smoking cigarettes? 

A. Yes. 

Q. Have you looked at any information that reports 
the results of cessation efforts by populations of 
people? 

A. Yes. 

Q. And what have you found in that regard? 

A. In the most recent years the results are not 
very good. They are as far as percent that have 
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stopped smoking after one year, remain not smoking 
after a year. 

Q. What is the number, do you recall? 

A. Well the numbers vary depending upon the study. 

I've seen — 

Probably the worst would be around 95 percent or 
so, or 90 percent. 

Q. Uh-huh. 

A. And maybe the best would be about 85 percent or 
80 percent. So it ranges from 10 to 20 percent. 

Q. Ten — 

A. And that's in the recent studies. 

Q. Give me a timeframe. 

A. Probably the last 10 years or 15 years. 

Q. Okay. 

A. And the reason that's important is because we 
are talking about a population now who probably have 
had difficulty giving up smoking, a subset of the 
population, because the health effects of smoking 
have been known for a long time and a large number of 
people who did not find it difficult to give up 
smoking have already given up smoking, so when we 
measure the abstinence rates now in the 1990s, we're 
talking about those people who have not been able to 
give up smoking that say they want to and we're not 
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including all the people that have already given up 
smoking in the past since the '60s and '70s when 
these health effects came out. So — 

Q. I'm sorry, I didn't mean to interrupt you. 

A. Only — only to say that over the broad number 

of smokers who have ever smoked, the numbers would 
not be nearly that troubling. 

Q. What studies are you referring to? Can you name 
them for me? 

A. No, I can't. But I read these studies a lot in 
the — in the medical literature. There's a lot on 
smoking cessation. 

Q. And is it your view that the study group has 
somehow been skewed or — or selectively biased 
because they've chosen recent smokers? Is that the 
idea? 

A. The smoke — 

The smoking-cessation clinics that report most 
of these studies now have developed over the last 15 
or 10 years, and they are conducting more careful 
studies on what it takes to get smokers to stop 
smoking: behavioral intervention, 12-step programs, 

other drug therapies and things like that. And 
there — there's a lot of information how much the 
smoking-cessation efforts are improved by the patch 
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or by the new Zyban medications and things like that, 
and so you are really looking at a subset of people 
who in my opinion are still smoking and want to stop 
in the last 10 years, not counting the millions who 
have already stopped smoking that have never ever 
gone to those clinics. 

Q. So it's your view that the failure rate even is 
overstated across the entire population of smokers 
for the last 30 years? 

A. For the last 30 years I would say it's very 
overstated. For the last 10, probably not. 

Q. Have you made any effort or has anyone, to your 
knowledge, made any effort to sort of blend the 
population being studied in the smoking-cessation 
studies with those that seem to have quit 
spontaneously, blend those together and come up with 
a blended rate of those that have actually been able 
to stay off cigarettes? 

A. No, I certainly haven't. And someone else may 
have. It's, again, a little bit outside of my 
research interest and what I consider myself an 
expert on. So someone may well have and I just 
haven't seen it. 

Q. What is your best estimate, if you have one, as 
to what that blended rate of relapse would be, 
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"blended" being defined as the study group that we 
spoke of and those that quit spontaneously? 

A. I'd have to just make up numbers way off the top 
of my head, but I mean if I just had to say 
something, I'd say probably a third of the smokers 
have very little difficulty giving up smoking, a 
third have had to work a lot harder at it, and a 
third have found it very difficult. But I don't 
know. And we're now dealing certainly with not the 
first third; they've already stopped — 

Q. Right. 

A. — unless they didn't want to. But — and 
probably most of the last third we're still dealing 
with. And half of the middle third probably stopped, 
too. But I'm just making some assumptions there. 

Q. What role, if any, does the entire body of 
smoking-cessation literature play in terms of whether 
dependence produced by cigarette smoking is mild, 
moderate, or severe across the population, in your 
mind? 

A. Well it contributes to how dependence-producing 
that behavior is. If it's very difficult for a lot 
of people to stop smoking, then that would be a 
strong dependence for that behavior. 

Q. For the group that is studied in the 
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epidemiological studies, let's just take a blended 
number of 90 percent go back to smoking and only 10 
percent are able to stop. That's a — a fair average 
expression; isn't it, — 

MR. NIMS: Objection. 

Q. — of those numbers? 

A. That would be on the low end, but there are — 
there are studies that show only 10 percent. 

Q. Well let's say 15. 

A. Okay. That's probably better. 

MR. NIMS: Just so it's clear, I mean you 
used in your question "blended," which I don't think 
the 85 is the blended, if I understand the previous 
testimony. 

MR. SILBERFELD: Okay. 

A. You're talking about the present-day smoking- 
cessation programs, — 

Q. Yes. 

A. — for the people that enter those — 

Q. Yes. 

A. — clinics, let's say. 

Q. I thought you told me earlier that five to 15 
percent is an average that are able to succeed, so I 
just picked 10 because it was right in between 
those. But let's use 85 and 15. 
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A. But I didn't want to include the fact, and — 

What we're talking about is the people that have 
already given up smoking, which I said are not in 
that group. So we're talking about the people today 
that say they want to stop smoking. 

Q. Correct, in the last 10 or 15 years. 

A. Yes. 

Q. That's what this next few questions is limited 

to. If we limit ourselves to that group and we 
accept as true that 85 percent of those people 
relapse, what does that suggest, if anything, to you 
about whether the dependence on cigarettes is mild, 
moderate, severe, or otherwise? 

A. I would say that it would be a very compulsive 
behavior, moderate to severe. Depends on the 
behavior. 

Q. Turn, if you would, to page 94 of the historical 
review. 

A. Okay. 

Q. Second-to-last paragraph. It begins, "The only 
real evidence...." Do you see that, sir? 

A. Yes. 

Q. It says, quote, "The only real evidence that 
nicotine is a drug of severe dependence is, as 
discussed in Chapter 7, that smokers are not inclined 
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to continue to smoke cigarettes which do not contain 
the minimal level of nicotine, and they appear to 
partially adjust their level of smoking to maintain a 
certain level of nicotine intake." 

A. Yes. 

Q. There's really two parts to that. One is that 
smokers are not inclined to continue to smoke 
cigarettes that don't contain a minimal level of 
nicotine. 

A. Right. 

Q. What is the support for that proposition? 

A. That if you give smokers a choice between 

cigarettes that have very low levels or no nicotine, 
they routinely find them rather unsatisfying. 
Very-low-nicotine cigarettes have been tried and are 
not successful. So it looks — looks like some 
amount of nicotine in the cigarettes is necessary for 
smokers to enjoy, for whatever reason that they do. 

Or to get satisfaction. "Enjoy" is probably not a 
good word. To be satisfied by that cigarette. And 
that's highly variable with the individual, too. 

Q. And what does that suggest, that fact, in terms 
of the relationship between nicotine in cigarettes 
and the behavior of smoking, as you see it? 

A. That suggests that a minimal amount of nicotine 
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is necessary for the cigarette. 

Q. And maintenance of the behavior. 

A. Yes. 

Q. And that level has been studied; has it not, 
what that minimum level is? 

A. There have been attempts to study that level. 

Q. Non-tobacco-company attempts. 

A. Non-tobacco and tobacco-company attempts, yes. 

Q. Okay. Have you made any comparison between the 
tobacco-company efforts to study the minimum level of 
nicotine necessary to maintain a satisfied smoker and 
the-rest-of-the-world, if you will, efforts to do the 
same thing? 

A. Not specifically. I mean I have some general 
conceptions on what the differences are. 

Q. What are they? 

A. I would say that the cigarette manufacturers put 
more emphasis into trying to find out what that 
nicotine level was, for obvious reasons, for 
marketing reasons, than the scientific community, 
which, had they known that number, would not have 
affected anything. They don't manufacture 
cigarettes. So even if they were able to identify 
the number, I don't know what they would do with it. 
But if the cigarette company was able to identify a 
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range of numbers, they might be able to market a 
very-low-nicotine cigarette that still would be able 
to have a good amount of market share. 

So the effort was probably greater, from what 
I've seen from the tobacco documents, by the 
cigarette companies. 

Q. And in your view, did the study or studies or 
research conducted by the tobacco companies into the 
minimum amount of nicotine necessary to keep a smoker 
satisfied have any meaning scientifically to the rest 
of the world community on the subject? 

A. I don't think there was any significant meaning 
to those studies. I — I'm — 

It has been evidenced for a long time, as I 
said, outside, that nicotine is a necessary component 
for the cigarette smoking behavior to be satisfying, 
and to identify a range of values would not have been 
very important basic-science research. 

Q. Did you see any evidence in the tobacco company 
documents that you looked at that the tobacco 
companies, in addition to studing nicotine levels, 
adjusted nicotine levels in their product? 

A. They — 

MR. NIMS: Objection. 

A. From what I saw, they made cigarettes with 
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different nicotine amounts, and so in that way they 
had a range of cigarettes that they could try and try 
to market and — and do market ranges of cigarettes. 
Q. Do you have an impression in your mind from the 
tobacco company documents that you looked at that the 
amount of nicotine found in a cigarette is its 
natural-state amount, or is it an adjusted amount, 
either up or down? 

A. I would say it was a controlled amount. 

Q. Controlled by the companies. 

A. Yes. By a number of processes, I guess. 

Q. And it's your impression, is it not, that the 

controlling of nicotine is something that can be done 
either up or down? 

A. Yes. 

MR. NIMS: Objection. 

Q. Now the second part of — 

Well let me back up for a second. Can you refer 
me back in chapter seven to the place where this 
phenomenon you've spoken of is; that is, that smokers 
really don't care for low-nicotine cigarettes? 

A. Yes. 

Q. Would you. 

A. This starts on page 70, "Nicotine and Patterns 
of Smoking Behavior," and runs for — to the middle 
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1 of page 72, is the main part in which it is 

2 discussed. 

3 Q. In this section that begins on page 70, the 

4 first report that you rely on is that of Johnston? 

5 A. Right. 

6 Q. Who injected himself with nicotine, apparently? 

7 A. Yes. He conducted a study, and I have a note 

8 there, whether that's his '42 or '47 study, but he 


9 

did 

conduct a study where he injected himself with 

10 

nicotine. 


11 

Q. 

Not patients, not animals. He did it to 


12 

himself? 


13 

A. 

He did studies in patients. 


14 

Q. 

Oh. 


15 

A. 

And there's another citation, that's why — 

I 

16 

think that '42 study is the one where he did it 

in 

17 

the 

patients. 


18 


Dr. Carr wrote this chapter, and I need to 

check 

19 

on ■ 

that reference. 


20 

Q. 

And what he found, apparently, was that there 

21 

was 

a preference of nicotine by injection over 


22 

nicotine by smoking. Is that the essence of it? 


23 

A. 

Yes, in — in his personal injection study. 


24 

Q. 

So — 


25 

A. 

Ah — 
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Q. I'm sorry, go ahead. 

A. Just to follow up a little bit. 

Q. Yes. 

A. On page 66 at the very top is also the Johnston 
'42 study where he administered nicotine to 35 
subjects, and I think that's the reference there, and 
I'm not — 

Q. All right. 

A. I think that might be a '47. So in any event 
there was — 

Q. So you think the one on page 70 should be the 
'47 paper? 

A. I think so, but I'd have to check on that. 

Q. All right. 

A. But in any event he did both a study in patients 
with injecting nicotine and a study where he 
anecdotally reported this. 

Q. All right. Assuming that the one referred to on 
page 70 is the self-administration study, — 

A. Right. 

Q. Let's call it that. 

— do you recall that paper, or, generally 
speaking, how he did what he did? 

A. Not specifically. I've glanced at that paper 
because I looked at the ones that Dr. Carr 
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1 referenced, but — 

2 Q. I get the impression that what he did was smoke 

3 cigarettes and inject himself with nicotine. 

4 A. I can't remember whether he did that 

5 intermittently — smoking, then inject, smoking, 

6 injecting — or he just compared it to what his 

7 experience was. It was — it was not a 

8 well-controlled study at all. It obviously wasn't a 

9 blind study; he knew what he was doing. And so I 


10 

would not say that was an important — 


11 

Q. 

Okay. 


12 

A. 

— finding. 


13 

Q. 

The next study was that of Luchese and 

his 

14 

co- 

workers or her co-workers. 


15 

A. 

Right. 


16 

Q. 

In this one nicotine was administered IV, 

17 

blindly, — 


18 

A. 

Right. 


19 

Q. 

— to smokers who were permitted to smoke ad 

20 

lib. 


21 

A. 

Yes. 


22 

Q. 

Does that mean as they wanted? 


23 

A. 

Yes. 


24 

Q. 

And I — 


25 


Well describe to me, if you would, how 

this 


P. 
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experiment was conducted, as best you can. 

A. As I recall, they were brought in to the 
investigator's laboratory and allowed to smoke their 
preferred brand of cigarettes, and then they were 
given either nicotine subcutaneously or — I'm sorry, 
intravenously, or saline. 

Q. And they didn't know what they were getting. 

A. And they didn't know what they were getting. 

Q. Okay. And they got that over a six-hour period; 
right? 

A. Right. 

Q. And those that — 

When the labels were taken off the bottles and 
they were shown what they got, the nicotine group 
decreased their cigarette smoking by almost 30 
percent — 

A. Yes. 

Q. — compared to the sugar-water group; right? 

A. Yes. 

Q. And then you make reference to Russell in 
1979 — 

A. Right. 

Q. — who suggested perhaps an alternate 
explanation for why Luchese reached the results that 
Luchese did; right? 
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A. Yes. 

Q. What is the notion that excessive nicotine may 
be aversive? 

A. Well we talked about that nicotine can be varied 
to very low levels, it can also be varied to very 
high levels in cigarettes, and smokers are not 
inclined to smoke cigarettes that have a lot of 
nicotine either. So there's a range that an 
individual smoker prefers. And so if you have 
smokers that are used to their own brand which 
they're given there, if you gave them additional 
nicotine, they would smoke fewer cigarettes because 
they are getting an aversive effect from too much 
nicotine. If you're infusing them with nicotine, 
they could have a dysphoric effect every time they 
smoked a cigarette because they are adding nicotine 
to the nicotine that's being infused. 

Q. Are you suggesting, in the reference to Russell 
in the review, that that finding is either 
contradictory of or inconsistent with Luchese's 
finding? 

A. It's an alternate explanation. Not that they 
were receiving the pleasure from the intravenous 
infusion and therefore didn't need to smoke as many 
cigarettes, which is what Luchese says; it could also 
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be that they were receiving a dysphoric effect when 
they smoked a cigarette because they already had 
nicotine, and so they didn't — they didn't have to 
get any pleasurable effect out of the IV infusion of 
nicotine to substitute, they could have just got a 
displeasurable effect from their cigarette. So it's 
an alternate explanation for why they're smoking a 
few less cigarettes. 

Q. If the behavior of smoking is a significant 
component of this compulsive behavior, would you not 
expect people to continue smoking regardless of how 
much nicotine they were getting, — 

MR. NIMS: Object. 

Q. — either by IV or from the cigarettes 
themselves? 

MR. NIMS: Objection. 

A. No, I would not expect them to continue smoking 
at their same rate. 

Q. Why? 

A. Because, for example with Russell's explanation, 
if they were getting an unpleasant effect from 
smoking a cigarette, they're going to smoke fewer. 

And it might even be subconscious. 

Q. Do you know if in Luchese's study they — the 
subjects reported any unpleasant or adverse effects 
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1 from the combination of the IV infusion and the 

2 smoking of cigarettes? 

3 A. I don't remember. I don't think they reported 

4 any subjective effects at all. I don't think they 

5 were asked. They were just — 

6 He was just counting cigarettes. 

7 Q. And then the next paper referred to is the work 

8 of Jarvik? 

9 A. Right. 

10 Q. And what did Jarvik do? 

11 A. Jarvik, again, administering oral nicotine to 

12 see if that would cause a decrease in smoking. And 

13 he found over a four-hour period — 

14 Q. Four-day period. 

15 A. — four-day period, I'm sorry, a much less 

16 reduction in cigarettes. 


17 

Q. 

Was this 

a double-blinded study? 

18 

A. 

I can't 

remember. 

19 

Q. 

And you 

say there at the end of the paragraph. 

20 

"The 

role of 

secondary conditioning is more 


21 important." What does that refer to? 

22 A. Well just what I said. It was the — it's 

23 conditioning to the behavior of cigarette smoking, 

24 but — and that's his conclusion, the investigator's. 

25 Q. At the bottom of page 71 and over onto the top 
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of page 72 you introduce the concept of preloading. 

A. Right. 

Q. Define that for me, would you? 

A. That would be to administer nicotine not 
concurrently with the cigarette smoking but before 
cigarettes were smoked. Jarvik did that with gum, 
and Luchese, I think, did it with IV administration 
early — or concurrently with. So this next study in 
1975 was the preloading experiment, and I think they 
did it with gum. 

Q. I think it says they did it with both. 

A. Yes, they did. 

Q. I think they did it with both; didn't they? 

With gum and high-nicotine cigarettes? 

A. Yes. Okay. 

Q. What is the significance of that work in terms 
of whether cigarette smoking creates a severe 
dependence? 

A. I don't think there's much significance to 
whether it creates a severe dependence. I think it's 
significant for the contribution of nicotine to 
cigarette smoking, is all, — 

Q. Okay. 

A. — to try to get to that contribution. 

Q. You say at several places that smokers alter 
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their or regulate their smoking behavior to 
compensate for differences in nicotine. How do they 
do that, as you understand? 

A. The early studies show that they partially 
regulate by the extent of the intake of the cigarette 
smoke, the puff volume it's called, and also partly 
the retention. There have been some studies on how 
much of a cigarette is smoked by butt analysis, is 
what it's called, and how frequently they take 
puffs. So it's really how they smoke the cigarette 
that they appear to be partially regulating. 

Q. Does that entire sort of behavioral phenomenon 
have a single name? 

A. It's called "compensation" or sometimes 
"titration" of the nicotine. 

Q. And in the review that you did of the tobacco 
industry documents, did you see references to 
compensation? 

A. Yes. 

Q. And did you make any comparison to the 
behavioral or medical references to compensation in 
the tobacco documents with what was known or 
reasonably knowable in the medical and scientific 
community? 

A. Again, not directly. I was already familiar 
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1 with compensation by Russell's work, which — he's 

2 one of the early ones from outside, and I — most 

3 people know about his work, certainly before I even 

4 read the — wrote the review. So he had done a lot 

5 of work on compensation and, I would say, preceded 

6 the work that the tobacco companies did. They — 

7 they followed it up, when it was discovered by the 

8 outside community that compensation took place, they 


9 

did 

a lot of work on it. 


10 

Q. 

Russell, in your view, did the seminal 

work on 

11 

compensation? 


12 

A. 

I think so. In my view, yeah. 


13 

Q. 

When was that? 


14 

A. 

I think he started in the late '60s. I 

have the 

15 

references in here, but — 


16 


I could find it right now. '73 is the 

one here 

17 

that 

I have. 


18 

Q. 

Looking at the back, on page 133, there 

are half 

19 

a dozen more papers listed by Russell. 


20 

A. 

Right. 


21 

Q. 

Does that assist you in telling me which was the 

22 

first one? 


23 

A. 

Well let me look. 


24 

Q. 

Sure. 


25 

A. 

First I list here is a '71 paper, but I 

don' t 
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know exactly whether that was the compensation 
paper. So — 

Q. In any event, in the interest of time, his work 
was done either in the late '60s or early '70s in a 
five-year window, somewhere in there? 

A. Yes. 

Q. All right. And if there were tobacco company 
researchers talking about compensation prior to that 
time, you would agree, would you not, that that would 
precede Russell's work and therefore be something 
new? 

A. I would agree it would precede — precede what I 
have down as Russell's work. But I made no attempt 
to try to find articles, given tobacco documents, 
say, "Could you find articles earlier than this?" So 
I don't know whether any articles exist before that. 

I'm guessing that there was a — a realization 
of compensation before some of the good studies were 
done, and probably the best source for that would be 
the Larson & Silvette compendium, and I would look in 
there because that is before 1961. 

Q. Uh-huh. 

A. But I haven't done that to find out whether 
there were compensation studies in there, so I can't 
answer the question whether I would agree that if the 
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tobacco documents show that before 1971, that that 
was the first study — 

Q. Okay. 

A. — without looking at it. 

Q. Yesterday when we talked about what your charge 
was with respect to the tobacco industry documents 
you looked at, I think fairly stated you said that 
you were looking for two things, whether the 
information contained within the documents was new, 
meaning scientifically — 

A. Right. 

Q. — interesting, and secondly, that it was 
publishable. 

A. Uh-huh. 

Q. As to the first of those, as you read through 
the documents and assessed whether they were new or 
scientifically interesting at the time that they were 
written, how did you compare, then, if you didn't do 
a search of the literature, as against a particular 
topic being talked about in a particular document? 

A. A lot of times the tobacco documents would have 
prefaces or discussions or things like that — 

Q. Uh-huh. 

A. — on compensation where they would reference 
other — other work, and I just — I had already 
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written this, and we have not changed this at all 
since I saw the tobacco documents, so there may be 
some things in there that would — 

Q. "This" meaning the review. 

A. The review, right. 

Q. Okay. 

A. So just because it's not in here doesn't mean 
that I didn't see that the tobacco documents had 
referenced it. The other, more-important thing to me 
was that there were discussions of issues in the 
tobacco documents which were not scientific studies, 
and because someone discussed that compensation takes 
place, I don't know what you could — I don't know 
what could be done with that information as far as 
publication or evidence or — 

There were no data, results, or anything like 
that. So those two things kind of weighed into 
whether I would say that was an important study that 
was done by the tobacco industry. If there wasn't a 
study there, it wasn't an important study. 

Q. Okay. But just so that I understand the process 
you went through, assuming that you were looking into 
tobacco documents that were written by scientists or 
was a proposal for work, you didn't go to Medline or 
Index Medicus at any time and see when the first 
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published report was about the same subject the 
tobacco document was talking about; right? 

A. On the compensation issue, I haven't. I have on 
other issues, but — 

Q. You have. 

A. Yes. 

Q. Okay. What issues have you made that comparison 
about? 

A. Well I — I did it when — 

The discussion we had on "Fate of Nicotine in 
the Body," I remember going back to see if human 
studies had been done on nicotine absorption in 
humans, and it's — you can't do that in Medline 
because it doesn't go back far enough, so it's a 
little more difficult to do it. But I could not find 
one in humans. And we already knew the ones in 
animals. So that's an instance where, when I saw 
that document I said, "Well, maybe this is the first 
information in humans." 

Q. Other than the "Fate of Nicotine in the Body" 
note that we spoke about yesterday at some length, 
did you do that with respect to any other tobacco 
document that you looked at? 

A. Well I did it when I saw a scientific study. 

The other one I did it with was the self- 
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administration study. We already — 

I had already known about the nicotine 
self-administration studies that were done in the 
late '70s, and I — and when I say Denoble's 
experiments, which again were laid out in a nice 
study with design and how he did it, and he had 
exact, actual bar graphs of his results. So that was 
a study. And I went back to see if other people had 
preceded him in rats, because he was making a big 
point that he had done this in rats rather than 
primates, and couldn't find anything really other 
than what I already knew which did precede Denoble's 
work. So that's another case where I saw an actual 
scientific study and looked back at it. 

Q. Any others that you can think of where you made 
the effort you're describing here? 

A. Not that I can think of. 

Q. As to the balance of the documents, other than 
the "Fate of Nicotine in the Body" and DeNoble, did 
you rely on your general understanding of the 
literature, your memory, your experience, in 
assessing whether what was written in the document 
was new or interesting to the scientific community? 

A. That's correct. 

Q. Okay. 
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1 A. Yes. 

2 Q. On page 71, in the biggest paragraph of that 

3 page, you list several studies, Ashton, Cherry, 

4 Russell, et cetera, all of which essentially describe 

5 the notion of compensation; do they not? 

6 A. Yes. 

7 Q. By smokers. 

8 Regardless of the nicotine content in these 

9 studies, the smokers adjusted their smoking in one or 


10 

more 

ways to receive the same nicotine intake. 

11 

approximately. 


12 


MR. NIMS: Objection. 


13 

A. 

The last part I'm not sure about. 

They did make 

14 

adjustments in their smoking, but — 


15 

Q. 

In an effort to do that. 


16 

A. 

— I don't know why they did it. 


17 

Q. 

Okay. 


18 

A. 

I can't — 


19 


They made the adjustment. 


20 

Q. 

What is the significance of that fact that 

21 

smokers, when presented with cigarettes 

of different 

22 

nicotine levels, make these adjustments? 

What does 

23 

that 

suggest to you about the importance 

of nicotine 

24 

in the smoking-behavior context? 


25 

A. 

It suggests to me that over a short 

period of 
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time, that smokers consciously or subconsciously, I 
would say, are — are satisfied, but they — they 
require a certain amount of nicotine for that 
satisfaction that they have become used to probably 
with their own brand and the way they smoke, and if 
the nicotine is changed from their usual brand, they 
will partially compensate — not fully. It's 
probably a 50-percent compensation or so — for that 
amount of nicotine either by their smoking behavior 
or maybe smoking more cigarettes. 

Long term they can rather dramatically adjust 
the amount of nicotine that they find acceptable in 
cigarettes. 

Q. How do they do that? 

A. They — 

Many, many smokers have chosen lower-nicotine 
brands over the years and there's no decrease in 
their smoking behavior, so they are not — with over 
a period of 10 years, I think if you track how 
nicotine has decreased in cigarettes, it's gone down 
two or three fold, and there's no increase in the 
number of cigarettes, so over a population we can say 
that cigarette smokers learn or are satisfied by 
different amounts of — amounts of nicotine in the 
cigarette. 
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And I don't know how low that could get. That's 
under discussion now in the scientific community 
about where — how low you'd have to get in a 
population so that they wouldn't smoke at all. 

Q. Right. 

A. There's no evidence right now that you could do 
anything about that. But — 

Q. Is the number of cigarettes smoked the only 
means of compensating? 

A. No. As I said, the manner by which the 
cigarettes are smoked — 

Q. So — 

A. — is another way. 

Q. — a smoker could smoke a lower-nicotine-content 

cigarette, not smoke any more in the course of a day, 
week or a month, and by compensating, either by 
drawing in more smoke or adjusting the puffs, 
actually get the same nicotine impact. 

MR. NIMS: Objection. 

A. Over a small range they could do that. Over a 
large range they can't — 

Q. Why? 

A. — get that much. 

Q. Why can't they do it as a habit or as a 
permanent way of dealing with lowered nicotine 
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content in the cigarette? 

A. Well I think some of the information I've seen, 
that if you go too low on a cigarette, they just 
cannot, short-term, compensate, and if you do a 
blood-level experiment, they actually have less 
nicotine in the blood if you go too low. So there's 
a limit on how well they can compensate and how much 
they compensate. 

Q. Are these studies in commercially available 
cigarettes? 

A. I don't remember. Probably not. Probably done 
in research cigarettes. 

Q. For commercially available low-tar or 
low-nicotine cigarettes, is it your view that a 
smoker cannot, long-term, compensate by adjusting 
puffs or the depth of inhalation to get the same 
nicotine impact from that cigarette as he had gotten 
or she'd gotten with a prior brand? 

A. I'm — 

You know, I am not an expert and haven't looked 
at this. My opinion is that that has not occurred to 
any great extent over the last 10 or 15 years as 
nicotine levels have come down, that smoking behavior 
is really dramatically different than it was 15 years 
ago. I think some of that may go on, but I think the 
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more likely explanation is that people learn to 
accept or be satisfied by lower-nicotine cigarettes 
that they weren't used to 10 years ago. In fact I 
would expect that if you presented them with a 
cigarette they smoked 15 years before, they would 
find it unsatisfying because it has too much nicotine 
now. I think that's a more likely explanation. 

But your hypothesis could be part of what's 
going on. 

Q. Are you aware of any studies, published 
scientific studies that looked at this question of 
whether, on a long-term basis rather than a 
short-term, smokers are able to compensate for the 
lower nicotine level in a cigarette? 

A. By their smoking behavior, no, I'm not. I've 
seen the numbers on the number of cigarettes that are 
smoked — 

Q. Right. 

A. — per capita, but not on their smoking 
behavior. 

Q. All right. Let's exclude — 

A. Yes. 

Q. — numbers of cigarettes and just talk about 
smoking behavior. You're not aware of any studies? 

A. I'm not aware of the studies long term. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

305 

Q. And the views you expressed here today are your 
personal views? 

A. Yes. I said that's what I feel the more likely 
explanation is. 

(Recess taken.) 

BY MR. SILBERFELD: 

Q. On page 72 of the historical review you 
reference the work of Kumar, K-u-m-a-r. 

A. Right. 

Q. Do you know how that study was done? 

A. No, that one I don't remember except for what's 
right here, which says that they were subjected to 
smoke inhalation in a controlled manner. 

Q. How would that be done? 

This is humans; right? 

A. Right. 

Q. How would that be done, smoking through some 
sort of device that measures the amount of smoke 
that's able to be inhaled? 

A. I don't remember. That could have been the way 
it was done, but I also — it could have been that 
they tried to control the manner in which the 
cigarettes were smoked manually as well. But — 

Q. Just by observation and instruction? 

A. I don't — 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



CONFIDENTIAL 


1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


306 

Probably by, yeah, instruction. I do not 
remember that particular one. 

Q. In the conclusion of the historical review you 
say, in substance, that smokers don't smoke just for 
nicotine; right? 

A. Yes. 

Q. And that they smoke for nicotine as well as for 
the behavioral factors we've discussed over the 
course of the last day or so; right? 

A. Yes. 

Q. Are you aware of any study, published study, 
that attempts to quantify or define the component of 
nicotine and the component of the behavior that's 
played by each in this combined compulsive behavior 
of cigarette smoking? 

MR. NIMS: Objection. 

A. Well I'm aware of studies that have attempted to 
look at that, but they have been short-term studies, 
not long-term studies looking at behavior over long 
periods of time. But as far as just acute smoking, 
there are two studies in here that I've referenced on 
that. 

Q. Which are they? 

A. Which are a study by Rose — 

Q. Page 90? 
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A. Yes. 

— and the study on the top of page 91 by — I 
don't know how you pronounce that, Buschky. 

Q. B-u-s-c-h-k-y? 

A. Right. And co-workers, 1995. 

Q. Looking at the Rose study that you mentioned on 
page 90, from a pharmacological standpoint do you 
regard it as reasonable to compare the effects of 
injected nicotine with the effects of inhaled 
nicotine? 

A. Well that — 

This study has done the best job that I think 
could be done in trying to make those appropriate 
because they measured the blood levels of nicotine 
from both, and they administered the IV injections in 
a pulsatile, bolus manner to try to mimic the 
cigarette smoking. But as far as the absorption and 
everything of nicotine, they're not going to be 
exactly the same. But there — there's no other way 
to administer nicotine to exactly parallel inhalation 
except by inhalation. 

Q. Does he in this study — or these two studies I 
guess, adjust the values, the results, the findings 
in any way for the fact that these were pulsed 
injections versus inhaled amounts of nicotine? 
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A. No. Because he tried to mimic the smoking of 
the nicotine from the cigarettes with the pulsed 
injections, so that's where he made the adjustment, 
up front. 

Q. That was the only adjustment made, the fact that 
it was pulsed. 

A. Well, and at the appropriate dose. 

Q. Yes. 

A. Yeah. 

Q. Pulsed and dose. And you regard that as a 
reasonable mimic of the inhalation of nicotine? 

A. I would say it's a very close mimic of the 
inhalation. Both of them are getting right into the 
blood when they're administered. 

Q. Is there any impact between free nicotine and 
bound nicotine when you compare that to inhaled 
nicotine versus injected? 

A. Well with the intravenous method it wouldn't 
make any difference; whatever was put in is going to 
be all in because you administer that. With 
inhalation, almost all of it would go in that was in 
the smoke. But again, the final determination would 
be the blood levels that were measured, and that's 
what he did in this study, and there it doesn't 
matter what form it got in because the blood levels 
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tell you what the nicotine in the blood is. And 
they're both in the same percent form whether it was 
intravenous or whether it was smoked, because once it 
ends up in the blood, it's the same proportion. 

Q. Since we're at this point, let's define terms 
for me. "Free nicotine." 

A. Free nicotine is the name given to the free base 
form, which means it is an uncharged form of 
nicotine. 

Q. And "bound" or "salt form?" 

A. Yeah, the amount — 

Q. Those two are the same; right? 

A. Right. 

That's a name that's given to the nicotine that 
has associated with it a proton, which makes it a 
charged form of nicotine, has a positive charge, and 
then is associated with some salt to balance — to 
make the compound neutral. 

Q. In terms of the actions or the behavior of free 
nicotine versus bound nicotine, are they different? 

A. Yes. If I'm understanding the question right, 
the actions of nicotine are — take place through the 
bound form, what's called the bound form, the charged 
form, and so the receptor stimulation that takes 
place comes about through the charged form of the 
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compound. 

Q. And what happens to free nicotine in terms of 
when it's absorbed? Is it absorbed differently by 
the body? 

A. Free nicotine is the part — is the part of the 
nicotine that crosses the membranes. Once it gets on 
the other side of the membrane, depending upon what 
the pH is, it will reassociate itself to a bound or a 
free form. So it doesn't really matter, once it's in 
the body, whether it came through — I mean it only 
comes through as the free form the membrane. There's 
no transporter for the bound form of nicotine; 
doesn't cross cell membranes very well. 

Q. Have you seen scientific studies, 
non-tobacco-company documents that study, test or 
investigate how more free nicotine can be liberated 
from bound nicotine by the introduction of other 
properties or other substances such as ammonia? 

A. The way you put the question is a little 
unusual, I guess, for me, because you don't really 
liberate the free from the bound. 

Q. Okay. 

A. You just change the proportion — 

Q. All right. 

A. — of the bound and the free depending upon pH. 
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That characteristic has been recognized for 
probably a century and there's nothing that could be 
added to that by the tobacco industry. The fact that 
nicotine is a — is a weak base has been understood 
and the effects of pH on weak bases is well known. 

As far as liberating nicotine in general, I 
guess what you're getting at is from tobacco, — 

Q. Yes. 

A. — and I have seen studies from the tobacco 
industry on that, and I have not really seen anything 
in the outside literature as far as tobacco, but 
there may be some there, as far as liberating from 
tobacco. 

Q. So that's an area in which you haven't made a 
side-by-side comparison, if you will, of the tobacco 
industry documents with either Medline or Index 
Medicus; — 

A. That's right. 

Q. — true? 

From your review of the tobacco documents that 
you've seen about getting nicotine out of tobacco, — 
A. Uh-huh? 

Q. — do you regard any of those as scientifically 
interesting, new, or significant? 

MR. NIMS: Just — just a second. 
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(Mr. Nims reviews question on computer 
screen.) 

MR. NIMS: Okay. 

A. To me they were interesting, they were not 
significant. And I don't know whether they were new; 
they may have been new. 

Q. Had they been published, the studies about 
liberating or releasing nicotine from tobacco, do you 
think that they would have contributed to the world- 
medical-literature understanding of nicotine and its 
effects? 

A. No, I don't think it would have contributed at 
all to understanding nicotine's effects. If — 

These were studies on how to manufacture a 
cigarette, basically to control tar-and-nicotine 
ratios, and so I don't see what that would contribute 
to the scientific understanding of how nicotine 
works. 

Q. Would it contribute anything in any way to the 
world understanding? 

A. Well it would have contributed to people who 
were interested in the processing of tobacco, but I 
don't know what scientific importance that would 
have. It would have contributed information. 

Q. And were any of those studies that you're aware 
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of published or made available publicly by the 
tobacco industry? 

A. I'm not aware of any that were published. 

Q. Or publicly made available? 

A. Or publicly made available. I don't know. 

Q. Over on page 91 of the historical review, you 
reference something we talked about yesterday a 
little bit, the MAO inhibitor work that you and Dr. 
Carr have done. 

A. Right. 

Q. Are you aware of any work in this area that has 
been done by any tobacco company; that is, whether or 
not the MAO inhibitors play a role in the propensity 
to smoke? 

A. I don't recall anything on MAO inhibitors by the 
tobacco industry. 

Q. And with regard to the other alkaloids mentioned 
at the bottom of page 91, — 

A. Yes. 

Q. — nornicotine and so forth, are you aware of 
any studies done by the tobacco companies with 
respect to whether those substances play a role in 
the propensity to smoke? 

A. No, I'm not, not aware of any. 

Q. Is the work of Dr. Carr — and I don't know 
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whether you participated in this one or not, the 1992 
work — and Dwoskin, D-w-o-s-k-i-n, the first work on 
these subjects that you're aware of? 

A. I believe those are the first works on the 
ability of a non-nicotine component to inhibit 
monoamine oxidase. And the other study was the 
ability of some of these other alkaloids to stimulate 
the release of dopamine. 

Q. In the course of your review of the tobacco 
industry documents that you saw, did you see any 
reference to the use of ammonia in any fashion? 

A. Yes. 

Q. Okay. Describe for me, if you will, what your 
understanding is as to the role that ammonia may play 
as it relates to the conversion of nicotine to its 
free base form. 

A. Okay. Ammonia would increase the pH, make the 
environment more basic, which would shift more of the 
nicotine to the free base form, it would change that 
ratio, and it was felt that you could change the 
nicotine delivery from the tobacco into the cigarette 
smoke if you changed the pH because you would change 
that ratio of free base to bound form. 

Q. How long has that phenomenon been known in the 
world medical literature, that you could change the 
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pH by adding ammonia? 

A. A century or more. I mean that you could change 
the pH by adding ammonia has been known for — I 
don't know how long. 

Q. How about changing pH by adding ammonia 
specifically related to nicotine, has any work been 
done on that? 

A. Well it's been known for a long time, I'm sure, 
that any basic compound which changed the pH would 
change the ratio of the bound to the free form of 
nicotine. This is not a new finding at all, if I'm 
reading you right, so even as applied to nicotine, 
that's well known and I'm sure has been known for all 
throughout this century. 

Q. Are you aware of any studies that have actually 
quantified the effect of ammonia on pH and the 
consequent change in free versus bound nicotine? 

A. I'd have to look back at my notes, but I'm 
fairly sure that quantification was addressed in the 
tobacco documents. They attempted to quantify. 

Q. We'll get to those, hopefully, today. 

Was that done in the scientific and medical 
literature as well? 

A. I don't remember anything in the outside 
information on quantifying delivery from the tobacco 
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into the smoke. 

Q. So to the extent that the tobacco companies did 
that work and did it in a good scientific way, that 
work would represent the first time that the addition 
of ammonia was able to quantify that change in 
nicotine, in the two forms of nicotine? 

A. I would say so. 

Q. Assuming that that work was done and it 
represented the first time that the work had been 
done, would that be of scientific significance to 
you, sir? 

A. No, it wouldn't. 

Q. And not worthy of publication? 

A. From my perspective, I would not have gotten 
anything out of seeing an article like that. I don't 
know what other people's interests are, but to me 
that would not have provided any significant 
information to the science of nicotine. I don't know 
what anyone would do with the information. The 
changes that were made in the cigarettes would be 
reflected in the amount of nicotine that showed up 
with the FTC smoking machines, and so in that respect 
it would have — would have been quantified in the 
outside as they — 

If they made changes to the cigarettes or if 
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they had given research cigarettes to be processed, 
you could have gotten quantifiable numbers, but I 
don't know what scientific information that provides 
except that a certain type of processing provides a 
certain amount of nicotine in the smoke. 

Q. If you adjust the pH by adding ammonia and you 
shift the balance between free and bound nicotine, 
that is true, is it not, in all the smoke that comes 
off the cigarette? 

A. I don't know where — if — 

There may well be a difference between the very 
first part of the cigarette and the last part of the 
cigarette and things like that. I — I don't 
understand that much about the dynamics of nicotine 
delivery from tobacco to cigarette smoke. 

Q. I didn't really mean from the first puff to the 
last. I meant more as any puff is concerned, would 
you agree that the amount of nicotine in the gas 
phase versus the particle phase would be the same for 
the inhaled smoke as well as the sidestream smoke? 

A. I'm guessing that would be the same. 

Q. And it would be the same for the smoke that's 
inhaled, either mainstream, sidestream, and 
secondhand smoke. 

A. Well the sidestream smoke is the secondhand 
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smoke. 

Q. Well sidestream to someone other than the smoker 
is what I mean. 

A. Right. 

Q. That would be the same; wouldn't it? 

A. Well now that I think about it, there could be 
differences in the sidestream and the mainstream 
smoke as far as the — the way the nicotine is 
delivered, because nicotine is delivered on the tar 
droplets and some of the water particles, much of it 
is in that form, and I — there may be a difference 
in the mainstream smoke as far as the tar delivery 
and the water droplets and how much nicotine is on 
those particles compared to sidestream. I — I just 
don't know. 

Q. Let's take two cigarettes, one has ammonia, 
which has the effect we've been describing to change 
or shift the gaseous and particle phases of nicotine, 
and the other does not have ammonia, and now let's 
just focus on the sidestream smoke of both those 
cigarettes. All right? 

Would you agree with me that the one that had 
the ammonia component had more gaseous nicotine in 
the sidestream smoke than the other cigarette? 

MR. NIMS: Objection. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

319 

A. That seems reasonable, but I'm not sure. I 
could see reasons why that would not occur because 
the bound form of nicotine could in fact be contained 
more in the water vapor phase because it's water — 
more water soluble, but I — 

That's probably what's going on. 

Q. All right. And if that's true in terms of 
scientific interest, would you agree with me that 
nicotine in the gaseous phase has public-health 
consequences? 

MR. NIMS: Objection. 

A. I would not agree with that. I don't think the 
nicotine in the gaseous phase of the sidestream smoke 
has ever been shown to have any health consequences 
at all. 

Q. Has it ever been studied? 

A. I don't know. That would be difficult to figure 
out, that it was — that you're looking at the 
nicotine effect in the sidestream smoke and not all 
the other things that are in the sidestream smoke. 

My guess is that has not been studied. 

Q. If the tobacco companies had quantified the 
shift in nicotine from adding ammonia, would the 
possible public-health effect of that shift be reason 
enough to make that information public or published? 
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MR. NIMS: Objection. 

A. I think if they had any indication that that 
shift would have made a difference to the public 
health of the sidestream smoke or even a reasonable 
assumption that would have been true. But I don't 
think that's a reasonable assumption and I don't 
think there is any indication that the nicotine in 
sidestream smoke produces any health risk at all. 

Q. Have you read the FDA submission about nicotine 
that was in the Federal Register? Have you ever seen 
this before (displaying document to the witness)? 

A. No, I have not read that. 

Q. I'll be happy to show it to you. 

A. Okay. 

Q. It's about 300 odd pages and it's titled 
"Nicotine in Cigarettes and Smokeless-Tobacco 
Products is a Drug and These Products are Nicotine 
Delivery Devices under the Federal Food, Drug and 
Cosmetic Act." It's August 1995. You've never seen 
this before? 

A. I've never seen that. 

Q. Okay. Do you have your report handy, your 
expert report? 

A. I don't have it. 

(Document handed to the witness.) 
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MR. NIMS: We have a clean copy, if you 
want him to have it. 

MR. SILBERFELD: Yeah. Let's mark that as 
next in order. Dick, you already have a copy. 

(Plaintiffs' Exhibit 654 was marked 
for identification.) 

BY MR. SILBERFELD: 

Q. When we last talked about this, we were on, I 
think, page four of your opinions. In the first full 
paragraph it begins, "With the above 
characterizations...." Do you see that, sir? 

A. Yes. 

Q. In the second line you use the term "dependence 
potential." Does that have — 

Is that a term of art that has a scientific 
definition, or is that a personal term? 

A. No, that's a term that's used — 

I don't know whether it has a specific 
definition or not, but I mean other people use that 
term as well. 

Q. How do you define it or how is it defined in the 
literature? 

A. Well it's a little better term to me than saying 
that a — that a drug is a drug of dependence because 
of the variability in the population, so you have to 
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look at the potential that that drug would have to 
cause dependence in most people to which it is 
administered or who take it. So it's a little bit of 
a — a potential to cause the dependence rather than 
a black or white "This drug would cause dependence," 
which to me would say everyone who took the drug 
would become dependent. So it's a — takes into — 
it takes into account individual variability. 

Q. Is this concept drawn from texts or literature 
references that you could give me? 

A. I would say it's drawn from just how it's used 
in the literature. But I mean I — right offhand I 
don't have any references that use "dependence 
potential." 

Q. But that's a well-accepted concept as far as you 
understand it? 

A. Yeah. I think the people that use that — 

When I use it, it's — there's no difficulty for 
people understanding what is meant by that term. 
Scientists that read that would understand what a 
drug that has a large degree of dependence potential 
means. 

Q. And is it essentially a likelihood concept? 

A. Yes. 

Q. "What's the likelihood that a majority of the 
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people in a particular population will have some 
degree of dependence," is that the idea? 

A. Yes. 

Q. So "dependence potential" always refers to 
populations of people, I take it. 

A. Yes. 

Caffeine is a good example here because there 
are people who are very dependent on caffeine, 
severely dependent on caffeine you might say. There 
was a program I saw recently on television about 
somebody who was getting an intravenous 
administration of caffeine in a hospital. I think 
caffeine has very low dependence potential though. 

So an individual might have dependence to caffeine, 
but it has — the drug itself has low dependence 
potential in my opinion. 

Q. Later in that paragraph you describe one of your 
essential opinions, I take it, and that is that 
"addiction" should be reserved for drugs or a drug 
on the extreme end of the spectrum of drug 
dependence. Is there any literature support for that 
proposition, sir? 

A. Well the literature support is the 
Pharmacological Basis of Therapeutics textbook — 
textbooks that appeared since the 1940's all the way 
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up to the present 1995 edition which characterized 
addiction, using that term as an extreme degree of 
dependence, and that's where I learned pharmacology 
and that, I guess, started to form my opinion about 
how addiction was used when I used it. And I think 
that's how it was used for many years. 

When somebody said somebody was an addict, they 
weren't talking about a coffee drinker; it was an 
extreme degree of dependence. 

Q. In the last paragraph on page four, I just want 
to be clear that when you use the term "pure 
nicotine" in the context of being on the low end of 
the spectrum for potential drug dependence, what 
you're speaking of there is nicotine outside of the 
cigarette context? 

MR. NIMS: Objection. 

A. Nicotine in the cigarette context. Nicotine as 
a drug to me has very low dependence potential. 
Whether it was administered by some kind of 
nicotine-delivery device, inhalation that mimicked a 
cigarette, if it was pure nicotine, I think that 
would have very low dependence potential. 

Q. So this sentence describes both nicotine within 
and without cigarettes. 

A. Well it describes nicotine however it's 
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delivered. 

Q. Ah. 

On page five, in the first unfinished paragraph 
at the top, second-to-last sentence, you say, "Nor is 
there any evidence that the discontinuation of 
nicotine administration results in severe withdrawal 
symptoms." Do you see that? 

A. Yes. 

Q. Severe withdrawal symptoms or any withdrawal 
symptoms are not required, are they, in order to have 
a substance come under the definition of dependence 
or addiction? 

A. No. 

Q. Is that true? 

A. That's true. 

Q. How, if at all, then, does that sentence have 
meaning for purposes of determining whether nicotine 
should be classified as a dependence-producing drug 
or an addictive drug? 

A. Because drug dependence has two components that 
we talked a little bit about yesterday, the 
physiological dependence, which in fact would be 
characterized by physical dependence and withdrawal 
symptoms, and what's called psycological dependence, 
which is fairly ill-defined, but it means, as we 
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talked about yesterday, that the effects of the drug 
are so pervasive that even without a large amount of 
physical dependence you could demonstrate compulsive 
drug use to an extreme end or extreme drug 
dependence. So this is important because without 
severe withdrawal symptoms, without severe physical 
dependence, in order to be a dependence-producing 
drug, nicotine would have to have a large degree of 
psycological dependence. If it did not have physical 
dependence or psycological dependence, there would be 
no drug dependence. 

So it's saying that on the physical-dependence 
side of the equation, there's little evidence that 
produces a significant degree of physical dependence. 
Q. And hence withdrawal. 

A. And hence withdrawal. 

Q. In the next paragraph, again second-to-the-last 
sentence — 

You seem to put the good stuff in the 
second-to-the-last sentence, by the way. Do you 
notice that? Kidding. 

"Therefore, in my opinion, to consider a 
cigarette as just a nicotine delivery device is both 
simplistic and unreasonable." Do you see that, sir? 
A. Yes. 
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Q. And you've seen multiple references, have you 
not, from the tobacco industry documents where they 
themselves refer to cigarettes as nicotine-delivery 
devices? 

MR. NIMS: Objection. 

A. Yes. 

Q. And you've seen that label, if you will, or 
characterization used in scientific literature about 
cigarettes. 

A. Sometimes, yes. 

Q. To the extent that that description is used 
within the tobacco industry documents themselves, do 
you regard those people as simply wrong? 

A. Yes, I do. 

Q. You fundamentally disagree with their own 
statements about their own product? 

A. I would disagree with whoever made those 
statements, that they have a very simplistic approach 
to what cigarette smoking is. If they say it's a — 
simply a nicotine-delivery device, I disagree. 

Q. Whether that's true or not scientifically, you 
certainly would allow, would you not, that could be 
an expression of the tobacco industry's motives for 
selling cigarettes? 

MR. NIMS: Objection. 
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A. I don't know. What the motives for selling 
cigarettes to me are to remain in business, I mean 
overall, so I can't comment on their motives about 
what they think their cigarette does. 

Q. You've seen references in tobacco industry 
documents that say in substance if nicotine is gone, 
we're out of business. You've seen those; haven't 
you? 

A. I guess in general you might characterize it 
that way. 

Q. Okay. So that whether or not the 
characterization of a nicotine-delivery device is 
scientifically correct or even scientifically 
plausible does not, in and of itself, make that 
characterization by a tobacco company researcher, 
scientist, or executive meaningless; does it? 

MR. NIMS: Objection. 

A. All I can say is that the tobacco documents 
are — made it clear that they understood the 
significant contribution that nicotine had to 
cigarette smoking. As you said, if it was gone, they 
wouldn't be selling cigarettes. Now that has to be 
taken in context of the fact that the other companies 
would keep nicotine in their cigarettes, and if they 
took it out, they'd be out of business. That's 
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certainly clear that they understood that. 

As far as it being a delivery device, I can say 
that cigarette smoke does deliver nicotine. When I 
use it "as a delivery device," I'm looking at an 
intent more than anything, that the only reason to 
smoke a cigarette is to get the nicotine, and I think 
that's clearly wrong. 

Q. In fact, a cigarette is a nicotine-delivery 
device, among other things, in your opinion. 

A. Cigarettes deliver nicotine. 

Q. They're a delivery device for nicotine. 

MR. NIMS: Objection. 

A. I don't see them as any more of a delivery 
device than coffee is a caffeine-delivery device. 

Q. Fair. 

A. To me it's simple: Coffee delivers caffeine, 
but to me a cup of coffee is not a caffeine-delivery 
device. But you could say it's a caffeine-delivery 
device in the same way you could say cigarettes are a 
nicotine-delivery device. 

Q. Well you seem to have some hesitation about 
agreeing that it's a nicotine-delivery device, and I 
just want to understand why. 

A. If we're using that in the same context that a 
cup of coffee is a caffeine-delivery device, then I 
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will agree. If that's what you want to mean, then 
it's a nicotine-delivery device. 

I don't like the word "device," and it — it 
implies something to me that I don't think cigarette 
smoking is. I think it is more complex than that, 
and that's why I say it's a simplistic approach. 

So — 

Q. Well remember about four questions ago I said 
would you agree with me that it's a nicotine-delivery 
device among other things, to allow for your smoking- 
behavior opinion. 

A. Okay. 

Q. Would you agree with that? 

A. Yes, I'll agree to that. 

Q. I understand why it's your opinion that that 
term is simplistic, we've talked about that. Why is 
it unreasonable to use that term? 

A. Because I think the people that use that term 
are really ignoring all the evidence that nicotine by 
itself, no matter how it's delivered, even in real 
nicotine-delivery devices, has never been shown to be 
dependence-producing. In fact in every attempt to 
try to deliver nicotine in its pure form, it has very 
mild euphoric properties, so it therefore probably 
has very low physiological dependence-producing 
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1 properties, and it shows no sign of having strong 

2 physical-dependence properties. 

3 I think I meant "physiological." I don't 

4 remember what I said. But — 


5 

Q. 

Right. 




6 

A. 

So I think if you — 



7 


That' s 

an unreasonable 

assumption 

in the — in 

8 

the 

face of 

no evidence that 

nicotine 

can produce 

9 

dependence. 




10 

Q. 

In the 

last sentence on 

page five 

you say 

11 

that 

"... any 

statements made 

by individuals that the 


12 tobacco industry had carried out scientific studies 

13 proving that nicotine is addicting are completely 

14 without any basis and there is a total lack of 

15 scientific evidence for such assertions." 

16 A. Yes. 

17 Q. That's your view? 

18 A. That's my view. 

19 Q. Has your view on that subject changed at all 

20 since you've reviewed additional documents since June 

21 the 27th or the 30th when you signed this report? 

22 A. No. 

23 Q. Would you agree that to the extent that the 

24 tobacco industry documents you've looked at include 

25 statements that nicotine is addicting, that at least 
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or at a minimum those statements express that 
person's individual point of view? 

A. I would agree with that. 

Q. And that they express that person's individual 
point of view and understanding about the term 
"addiction" at the time that they used it and made 
the statement? 

A. I don't know whether that implies their 
understanding of the term "addiction," but — 

Q. Or misunderstanding. 

A. — but I'm sure when they used the term they had 
some conception of what they meant by nicotine was 
addicting. 

Q. And you have no doubt, do you, that at the time 
those statements were made, the individuals who made 
them were being truthful. 

A. No, I have no doubt. 

Q. Page six, top of the page, "...my review of the 
tobacco company documents I have seen provide no 
evidence that the tobacco industry was, quote, ahead, 
close quote, of university, government and research 
foundation scientists in their understanding of 
nicotine pharmacology and its contribution to 
cigarette smoking." Do you see that? 

A. I agree. Yes. 
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Q. 

Do you still hold to that statement 

today? 

A. 

Yes. 


Q. 

Completely. 


A. 

I think so, yeah. I see nothing — 


Q. 

Without exception. 


A. 

From what I've seen so far, I have 

found no 


evidence that they were ahead on either nicotine — 
specifically nicotine pharmacology, I know that; and 
contribution of cigarette smoking, I think they were 
up to date on the contribution, but I don't think 
they were ahead; I think they were behind on the 
pharmacology. 

Q. How about the "Fate of Nicotine in the Body" 
study we talked about yesterday? That document that 
we talked about yesterday, since that work was done 
in humans, I think you agreed with me yesterday that 
that would be an advancement over what was known at 
the time. 

A. They had information that was not known 
outside. It was not significant information in my 
view because the phenomena of nicotine absorption and 
distribution had already worked out — had been 
worked out, and the numbers were about right, and 
they corroborated it in humans. They didn't find new 
information except for the fact that it was done in 
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1 humans, which was new information, but it wasn't — 

2 they didn't find any new concept, any new process or 

3 method or mechanism by which nicotine worked. In 

4 that respect, I don't think it was — they weren't 

5 ahead of it, they just had new information. 

6 Q. Do you have a point of view as to whether or not 

7 the FDA should regulate cigarettes? 

8 MR. NIMS: Objection. 

9 A. I do not have an expert opinion on that, but if 


10 

you 

want a 

personal point of view, which has nothing 

11 

to 

do with 

expert testimony — 

12 

Q. 

Sure. 


13 

A. 

I mean 

do you want — 

14 

Q. 

Yeah. 


15 

A. 

— my 

personal — okay. 

16 


I have 

no problem with the FDA regulating 

17 

cigarettes. 

I don't know exactly how you would — 


18 Nicotine is a drug and it is in the cigarettes. 

19 If they want to say that then tobacco falls under 

20 their jurisdiction to be able to regulate how much 

21 nicotine is in there, I don't know the legal part of 

22 that, but I personally have no problem with it. 

23 Q. If the FDA came to you and asked you, "Dr. 

24 Rowell, should we do this?" would you tell them they 

25 should? 
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MR. NIMS: Objection. 

A. Again my personal opinion is that I would think 
they should do that in the public-health interest. 

If they are interested in regulating cigarette 
smoking, if that's what they want to do, to regulate 
the behavior of cigarette smoking, then they should 
do that. 

Q. Looking at the population of smokers that have a 
mild dependence, in your point of view, upon 
cigarettes, do you have an opinion as to whether or 
not that mild dependence on cigarettes affects the 
population of smokers' free will or choice about 
continuing their smoking habit? 

MR. NIMS: Objection. 

A. My personal view, but this is coming from 
someone who's never smoked, is that individuals 
who — 


There's no pharmacological drug-related reason, 
as there is with heroin and some of the other drugs, 
for a cigarette smoker to have such a pronounced drug 
dependence that they cannot stop smoking. So that it 
does come down to willpower, if you will. And the 
people that have demonstrated the willpower to stop 
smoking have been able to do it, and millions have, 
and some people can't, and I don't think anybody 
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knows why there's a difference in people's ability to 
stop smoking or stop overeating or stop gambling and 
stop doing a lot of behaviors that it takes an effort 
and a will to stop doing. I really can't say any 
more than that about individuals who continue to 
smoke. 

Q. I wasn't asking about any individual, I was 
asking across the population. The population of 
smokers has, in your opinion, a mild dependence upon 
cigarette smoking. 

A. I would say it's — 

MR. NIMS: Objection. 

A. In my opinion it's — 

The population of smokers that maintain that 
they've really tried to quit, it's more than a mild 
dependence. I think the ones that are mildly 
dependent on that behavior, many of them have already 
stopped smoking, as we talked about earlier. So what 
we're left with now, in my opinion, are people who 
have more than a mild dependence on smoking behavior. 
Q. And as to those people, you would agree, would 
you not, that their dependence is a factor in their 
inability to stop, or their continuation of their 
smoking habit? 

A. Yes. The dependence on the behavior, it's kind 
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of a funny way to put it, but — 

It's a behavioral dependence, if you will. 

Q. Including the fact that there's nicotine in the 
cigarettes. 

A. Including the fact that there's nicotine in the 
cigarettes. 

Q. Shifting from the population of smokers to 
individuals for a moment, what are the factors, in 
your opinion, that drive the difference in dependence 
upon cigarette smoking as between individuals? Let 
me give you an example: age when they started, 
amount that they smoke per day, years that they've 
smoked total. Are those the kind of elements one 
would look to to describe the individual differences, 
from mild to severe, between smokers? 

MR. NIMS: Objection. 

A. Well again it's a little bit out of my area 
because we're not talking about the pharmacology of 
nicotine, we're talking about behaviors, but my 
opinion is there's a lot of different factors that 
contribute, and I'm sure for any individual that 
you're talking about, they have their own unique set 
of circumstances. The ones you mentioned I can 
clearly see. The people they hang around with, the 
friends and relatives, if they smoke, the 
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environments they put themselves in when they smoke, 
are all factors which contribute to them continuing 
to smoke. And we talked about genetic factors as 
well. 

Q. Have you at any time looked at any of the CDC 
studies, the epidemiological studies on smoking 
behavior? 

A. I have glanced at those. They're rather large 
studies and I haven't spent a lot of time on them, 
no. I have some of those in my lab, but I can't say 
that I'm familiar with them. 

MR. SILBERFELD: Okay. Let's take a 
stretch. It's been more than an hour. 

MR. NIMS: Sure. 

(Recess taken.) 

MR. SILBERFELD: Let's go back on the 

record. 

BY MR. SILBERFELD: 

Q. Dr. Rowell, are you familiar with the term 
"cognitive dissonance?" 

A. Yes. 

Q. And what does that mean to you, sir? 

A. That means to me that there is a disruption in 
cognitive function or conscious-thought function. 

Q. In the context of cigarette smoking behavior, do 
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you believe that that term has application? 

A. I don't know. Probably. I'm not an expert on 
cognitive dysfunction. 

Q. Have you also heard the term referred to as 
"rationalization" or "denial by smokers?" 

A. Yeah. 

Q. And do you believe that the dependence produced 
by cigarette smoking behavior plays a role in 
rationalization, denial, or cognitive dissonance as 
we've used that term? 

MR. NIMS: Objection. 

A. I'm not an expert on it. I really don't know 
what factor that plays, — 

Q. Do you have any — 

A. — if any. It probably plays some, but I 
would — 

My personal opinion again, and this is not based 
on anything that I know about for sure, is that that 
denial would play a relatively minor role. 

Q. Are you familiar with a study by Dr. 

Henningfield done in 1990 where he reports that 84.3 
percent of those people who smoked a pack or more a 
day had unsuccessfully tried to reduce the number of 
cigarettes they smoked? 

A. I'm not familiar with it, but I have no reason 
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to disagree with that. 

Q. That figure, based upon all that you know about 
the subject, seems like a reasonable one? 

A. Yes, in the — in — 

In that timeframe, as I said, those are about 
the percentages you'd expect. And I don't know 
what — I don't know how long he's looking at that 
study; I'd have to look it up. That would sound 
right after a year, for example. 

Q. In terms of rationalizing or denying the health 
effects associated with cigarette smoking behavior, 
are you familiar with studies that report that half 
of all smokers who undergo surgery for lung cancer 
resume smoking? 

MR. NIMS: Objection. 

A. I'm not familiar with the study. I don't 
offhand see the connection between the 
rationalization and how many continue to smoke. 

Q. Would you agree with the statement that 
abstinence from smoking is often accompanied by 
powerful cravings for a cigarette? 

A. I wouldn't disagree with that. 

Q. Would you agree with it? 

A. I don't know that I'd have the evidence — 

I'd have to see the evidence to agree with 
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something. 

Q. Well — 

A. But it seems likely to me that that could have 
been found by a well-constructed controlled study. I 
have a little bit of problem with just asking people 
these kinds of things, but I think that may be 
reasonable. But to agree with it means that there's 
some evidence for it, and since I haven't seen the 
evidence — 

Q. Have you looked at Dr. Benowitz's paper called 
"Cigarette Smoking and Nicotine Addiction" published 
in 1992? 

A. I'm sure I've seen the paper. I don't recall 
right now. 

Q. Do you know if that — 

A. I read — 

Q. — paper reaches that conclusion? 

A. No, I don't. I've read most of the work he's 
done on these kinds of subjects, so — 

That wouldn't surprise me. 

Q. Would you agree with the proposition that 
smokers in a position to compare the effects of 
nicotine with the effects of other addictive drugs 
say they are comparable? 

MR. NIMS: Objection. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

342 

A. I have seen that statement many times and I have 
never seen the study, the actual experiments or 
studies where that was found, so I have a little bit 
of a problem with knowing how the question was asked 
and what kinds of people and how they measured that. 
But I've seen it enough times to know that a lot of 
people say that. 

Q. Do you know Dr. Henningfield personally? 

A. Yes. 

Q. Do you regard him as a competent, qualified 
scientist? 

A. Yes. 

Q. If he made that finding, would you give it 
considerable weight? 

A. Yes. 

MR. NIMS: Objection. 

A. If he made the finding, if — 

I'd have to look at the study again, but — 

Q. Are you familiar with his paper called "Abuse 
Liability and Pharmacodynamic Characteristics of 
Intravenous and Inhaled Nicotine" published in the 
Journal of Pharmacological Experimental Therapy? 

A. He publishes a lot of things, so that specific 
paper I don't know. I'd again have to see it. 

Q. Do you believe that nicotine replacement therapy 
STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

343 

significantly reduces withdrawal symptoms in smokers 
who are attempting to quit? 

A. I would agree with that. 

Q. Putting aside the labels of whether cigarette 
smoking behavior is a dependence or an addiction, put 
that aside for a moment, for any person wanting to 
quit, do you believe that they should receive, if 
they want it, medical care or help? 

MR. NIMS: Objection. 

A. I don't know. I haven't thought about that, 
what they're entitled to by the public to overcome a 
behavior that I think is — they do not have the 
willpower to stop themselves. I — I'd have to think 
about that. I have a little bit of a problem with 
giving them complete free access to whatever 
resources it takes to make them stop smoking at 
taxpayers' expense, but — 

Q. Well I didn't suggest it was going to be free or 
at taxpayers' expense. 

A. Well that's what I thought your question 
implied. 

Q. Okay. 

A. I'm sorry. 

Q. I didn't mean to imply that, if that's how you 
took it. 
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A. Oh, they should have available, yes. If they're 
willing to pay for smoking-treatment programs like 
very obese people are willing to pay for weight- 
reduction clinics, they should be available, I agree 
with that. 

Q. And is that in part because you regard the 
process of quitting as a medical condition? 

MR. NIMS: Objection. 

A. No, I would not agree with that. I think it is 
largely not a medical condition, it's largely more a 
psycological condition. 

Q. It has a physiologic component; does it not? 

A. Yes, it has a physiologic component. 

Q. All right. 

A. And there are medical consequences, but I don't 
see that quitting is a medical condition. 

Q. There are medical consequences to continuing 
smoking. 

A. Yes. 

Q. Those are the health effects we spoke about. 

A. Yes. 

Q. Can you define the term "drug discrimination 
study" for me? 

A. A drug discrimination study is a study where you 
compare one drug to other groups of drugs or other 
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specific agents to see if — these are done in 
animals — to see if an animal is able to tell the 
difference, and that's a rather general term, by 
however they sense what the drug does, between drug A 
and whatever drugs you're comparing it to. So you 
can group classes of drugs into categories that the 
animal cannot discriminate the difference between the 
different drugs, which would indicate they worked 
approximately in the same way or at least the animal 
gets the same kind of sensation or activity from the 
two different agents. 

Q. Are you aware of studies that make that drug 
discrimination comparison between and among nicotine, 
cocaine, and other substances? 

A. Yes. 

Q. And generally speaking, without getting into the 
details of each study, generally speaking do you 
agree that, based on drug discrimination studies, 
nicotine has pharmacological properties similar to 
other addictive drugs like cocaine? 

A. I would not agree with that very well. The one 
drug where there is some overlap is amphetamine, 
another psychostimulant. Cocaine, the discrimination 
is fairly good, nicotine and cocaine can be 
discriminated by animals; again, it's a — it's a 
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1 dose kind of related effect. But with amphetamine, 

2 there's some overlap, but many studies have also 

3 shown that they can discriminate those two drugs as 

4 well. With the other classes of drugs, there's 

5 little — I mean there's a lot of discrimination; the 

6 animals can tell the difference. So amphetamine is 

7 the only one of that group that I'd say there was 


8 

some 

lack of discrimination. 


9 

Q. 

In self-administration studies. 

has nicotine 

10 

been 

demonstrated to be a positive reinforcer? 

11 

A. 

Yes. 


12 

Q. 

Like cocaine? 


13 


MR. NIMS: Objection. 


14 

A. 

No. 


15 

Q. 

Like the opiates? 


16 

A. 

No. 


17 

Q. 

Like hypnotics? 


18 

A. 

No. If you mean "like" to the same degree or 

19 

same 

extent, no. In the fact that it 

— in the same 

20 

paradigm it shows up, yes, like those 

drugs, but 

21 

unlike those drugs. I don't know how 

you mean the 

22 

question. 


23 

Q. 

As a positive reinforcer to some 

degree or 

24 

another. 


25 

A. 

But — 
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1 


MR. NIMS: Objection. 


2 

A. 

— I would say unlike those drugs, but 

to some 

3 

degree, yes. And many other drugs are 


4 

self-administered as well. 


5 

Q. 

Are you familiar with human self-administration 

6 

studies on nicotine? 


7 

A. 

A few of them, yeah. 


8 

Q. 

The work of Dr. Henningfield again? 


9 

A. 

Yes . 


10 

Q. 

And what has Dr. Henningfield found with respect 

11 

to 

human self-administration studies? What 

was his 

12 

conclusion? 



13 A. Well he would — he would conclude that nicotine 

14 is self-administered by humans and would have more of 

15 a positive reinforcing effect in that respect than I 

16 think is warranted by what he gets when he compares 

17 with other drugs. But smokers can get some effect 

18 from nicotine delivery intravenously by 

19 self-administration procedure, I'm not — apart from 

20 cigarettes. These studies have not been done in 

21 non-smokers, so we already have a problem that they 

22 know what they're going to experience. So you really 

23 don't have good controls for those studies, so I have 

24 a little bit of a problem. But even then the effects 

25 are not dramatic, the euphoriant value that is 
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obtained from cigarettes in Dr. Henningfield's study 
are not large compared to placebo effect. 

Q. In terms of the overall effect of nicotine in 
smoking behavior that we've been talking about, do 
you place any importance whatever on the sensory 
effects of nicotine as distinguished from the 
pharmacological? 

A. I would say that was a component. Again, I 
don't know what the percent of the contribution is, 
but I think there is some contribution to the sensory 
component of nicotine. 

Q. And which particular sensory effects are you 
thinking of when you answer that question that way? 

A. Well nicotine has a characteristic tobacco odor; 
you could just take pure nicotine and you could get a 
tobacco sense, and I think that is learned to be a 
pleasurable sensation. There is what I've seen 
described as the impact factor, which is probably 
stimulation of sensory receptors in the throat, and 
there have been some studies on the contribution of 
this to the smoking behavior. As I say, smoking 
behavior is complex, and there is a — 

Q. Uh-huh. 

A. — sensory component, and I think nicotine 
contributes to that sensory component. 
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Q. As between nicotine's sensory effects and its 
central nervous system effects, would you make one 
primary over the other in terms of the mild 
dependence produced by it? 

A. Yeah. 

MR. NIMS: Objection. 

A. I would have a hard time saying which one is 
more important. My — because the studies have not 
been done really carefully. My guess is that the 
central nervous system effects would predominate over 
the sensory effects. 

Q. Are you familiar with the literature about 
nicotine nasal sprays? 

A. Yes. 

Q. And does that support the idea that it is the 
nicotine in terms of its central nervous system 
effect rather than the sensory effect which 
predominates — 

MR. NIMS: Objection. 

Q. — in cigarette smoking? 

A. I don't know whether that answers that question 
or not. From what I've seen of the nicotine nasal 
sprays, they have some problems with the irritation 
of the nasal sprays, things like that, and so there's 
another component there that probably isn't in the 
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cigarette smoking. I really — 

I'm not an expert on the sensory effects of 
nicotine. It does not involve nicotinic receptors, 
really; it's a different area. 

Q. Do you have any estimate of the number of 
tobacco industry funded research projects that have 
been conducted in almost any period of time you want 
to use, 10 years, 20 years, 30 years? 

A. No, I have no conception of the number. 

Q. Have you ever asked that question of counsel or 
anyone? 

A. No, I haven't. I'm — I would — 

I could maybe give a rough estimate in 
percentages, but numbers, I — I don't even know what 
the number of research articles are on nicotine. But 
I would say it would be a considerable number of 
studies have been funded directly or indirectly by 
tobacco sources. 

Q. We haven't spent much time talking about 
pharmacodynamics. Is that an area of expertise for 
you? 

A. Yes. 

Q. Are there any long-term effects of nicotine 
ingestion from a pharmacodynamics standpoint? 

A. Ingestion. Oral ingestion? 
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Q. No. 

A. Oh. 

Q. Inhalation. I just mean "ingestion" meaning 
putting it into the body. 

A. Okay. That — that means something a little 
different to me, but okay. There are — 

The one thing I'm thinking of is, of course, the 
receptor upregulation that we talked a little bit 
about yesterday that has been found with chronic 
nicotine administration both — first in animal 
studies again, and in one or two reports in 
post-mortem tissue of human smokers. There are 
long-term negative relationships between certain 
medical conditions, specifically Parkinson's disease 
is the best described, and Alzheimer's disease, which 
are thought to be due perhaps to the nicotine as a 
long-term consequence. As far as medical problems 
that we talked about with cigarette smoke, there's 
some disagreement about whether nicotine contributes 
at all to those, so that would be a long-term 
consequence. Other than that, in a pharmacodynamic 
sense, changes in the brain, I'm not familiar with 
anything except for the relative survival of both 
dopaminergic neurons and cholinergic neurons that we 
talked about and the upregulating of nicotinic 
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receptors. Other than that, I don't know of 
anything. 

Q. Is upregulation synomymous with increased 
density in the binding site? 

A. Yes. 

Q. All right. And what is the literature about the 
negative relationship between chronic nicotine 
exposure and Parkinson's? 

A. It's an observation. I don't — 

There have been hypothetical theses about why 
that occurs. There have been no prospective studies 
as far as I know that have come to a conclusion to 
try to control and see whether that's actually a 
consequence of the nicotine or some other component 
of cigarette smoke. There's just a negative 
relationship between individuals who smoke; fewer of 
them develop Parkinson's disease. I'm not a medical 
expert, so I don't know exactly what the percent 
really — 

It's not a dramatic effect, but it's 
statistically significant. 

Q. Would you regard it as a health benefit of 
exposure to nicotine? 

MR. NIMS: Objection. 

A. Yes. If that can be shown to be the case, I 
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would say that it's a health benefit. And as a 
matter of fact, there are trials under way to see if 
nicotine can be used for certain health benefits. 

Q. Weighing that health benefit, which at the 
moment is at least hypothetical, against the health 
risks associated with cigarette smoking, would you 
regard that balance as favoring continuing cigarette 
smoking in order to get the possible health benefit 
associated with Parkinson's? 

MR. NIMS: Objection. 

A. No, I wouldn't. 

But the first question before that was the 
health benefits of nicotine, and I think — 

Q. Yes. 

A. — the health benefits of nicotine outweigh the 
risks, the health risks of nicotine. 

Q. Okay. 

A. That's not true with cigarette smoking. 

Q. Same question with respect to Alzheimer's: What 
is the chronic-exposure-to-nicotine-in-Alzheimer's 
story? 

A. The situation is less clear with Alzheimer's 
disease than I think it is with Parkinson's disease, 
but there is some indication again that cigarette 
smokers have a lower incidence of memory and learning 
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1 deficit disorders than non-smokers. 

2 Q. As between the health risks of nicotine and the 

3 possible health benefits, do you have an opinion as 

4 to whether nicotine should be administered for that 

5 purpose? 

6 MR. NIMS: Objection. 

7 A. I — I think it — 

8 The health benefit is in favor of nicotine being 

9 administered, and it's actually been used and tried 


10 

in 

patients with Alzheimer's disease. 




11 

Q. 

How about cigarette smoking for 

that same 

12 

purpose? 




13 


MR. NIMS: Objection. 




14 

A. 

In my opinion the benefits would be 

far 


15 

detrimental long term. 




16 

Q. 

Far outweighed by the risks? 




17 

A. 

Outweighed by the risks. 




18 

Q. 

Well let's talk about some of your 

notes . 

19 

A. 

Okay. 




20 

Q. 

I spent a lovely evening trying 

to 

get 

through 

21 

as 

many as I could. 




22 


MR. SILBERFELD: And I suppose 

the 

first 

23 

thing we ought to do, at the risk of 

making 

another 

24 

copy of this, is mark it next in order. 

And 

this 

25 

would be what, Dick? 
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(Discussion off the record.) 

(Plaintiffs' Exhibit 655 was marked 
for identification.) 

BY MR. SILBERFELD: 

Q. Doctor, just before we turn to Exhibit 655, 
which is your notes, I have a couple of other 
questions for you. 

Have you ever done by work for or on behalf of a 
scientific advisory committee in or about 1985? 

A. Well I'd have to know which one. I have been on 
and am on several scientific advisory committees. 

I — I'm guessing on that date, because we're 
talking about tobacco, — 

Q. Yes, sir. 

A. — we're talking about the Kentucky Tobacco and 
Health Research Institute Scientific Advisory 
Committee, but I'm not sure. I've been on American 
Heart and hospital grant agencies and such. 

Q. Are you on any scientific advisory committee 
that is supported in whole or in part by R. J. 
Reynolds? 

A. No. 


Q. Do you recall in May of 1985 making a site visit 
as part of a scientific advisory committee that was 
in whole or in part supported by R. J. Reynolds? 
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A. No. 

Do you know where that site visit was to? 

Q. If I did, I promise I would tell you. 

A. I don't — 

Q. Do you recall in 1985 being involved in a 
scientific advisory committee site visit with others 
by the name of Wagner, Vore, Diamond, Dianna, Davis? 
Does any of that refresh your memory? 

A. Well I know most of those people or who they 

are, but I've not been on a site visit with them. 

I'm the wrong guy, I think. 

Q. Do those names indicate at all what the 
scientific advisory committee may be? Is it the 
Kentucky Tobacco and Health Institute? 

A. It sounds like it is; Vore is there, Lou Diamond 
has been a consultant. But I wasn't on that site 
visit. 

Q. How about — 

A. And they — and they contribute to other things, 
too, so it may have nothing to do with Kentucky 
Tobacco and Health. 

Q. You wouldn't be listed as a participant in a 
program that you really didn't attend; would you? 

A. No, I don't think so. I mean we talked about a 
paper with Wonnacott where I was listed in a chapter 
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on there, but — I didn't attend it — 

Q. Right. 

A. — but results were presented. But as a 
participant, I wouldn't be listed if I didn't 
attend. 

Q. All right. Let's turn to the notes. Exhibit 
655 is a complete set of the notes you took of the 
tobacco company documents for the four firms we 
talked about yesterday; right? 

A. Yes, that I've reviewed so far. 

Q. Right. And is it your intent, as you go along 
hereafter, to also make notes of your review in the 
same fashion that these notes have been created? 

A. Yeah. That works best for me, to have some 
written record of what I thought about when I read it 
rather than trying to do everything by memory. 

Q. The documents were represented to you to be 
documents that had been tabbed, marked, or selected 
as important by plaintiffs; is that right? 

A. That's what was represented to me, yes. 

Q. Which plaintiffs? 

A. That I don't know. I don't know whether it was 
specific ones or in general. I don't know. 

Q. You don't know whether it was Minnesota or 
Florida or Mississippi or some other state. 
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A. No, I don't. 

Q. Or whether it was personal injury plaintiffs for 

that matter. 

A. No, I don't. 

Q. Okay. Let's start with the first one. 

A. Okay. 

Q. And along the way, I just want to identify them 
page by page so I'm sure you and I are on the same 
page. All right? The first one — 

Actually, the entire first section is B.A.T., 
and the first one is entitled "Comments on 
Nicotine?" See that? 

A. Yes. 

Q. Now the list of tobacco company documents that 
you've prepared as of 8-20-97, how do we relate the 
document to the list of documents? 

A. Well they're supposed to be in the same order, 
but in this — 

Q. The stack of documents is supposed to be in the 
same order as the listing? 

A. Right. They're not exactly because of the way 
we talked about they were sorted yesterday, but this 
starts with an alphabetical BW, and they should 
progress with higher numbers. It turns out that the 
alphabetical listing comes after the numbers in the 
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thing, but they should still be in relatively the 
same order. 

So when you start with the letter indications on 
the third page of the outline, one of the first ones 
up there is this "Comments on Nicotine," and as I 
commented yesterday, I don't exactly understand 
why — 

Well here's "Fate of Nicotine in the Body." It 
doesn't even have the same Bates number. Well that's 
a — that's a letter, that's not actually the — 

But anyway, I think I can find the documents by 
looking at the outline and going in here. That's why 
it was organized the way it was. So — 

Q. Can you find the first one? 

A. "Comments on Nicotine?" 

Q. Yes, sir. 

A. In here, in the outline? 

Q. Yes. 

A. Yes. 

Q. What page are you on? 

A. You might have — 

Okay. You have the same list as I do, there's 
no — nothing in it that I don't have, but I have a 
different order, so let's — let's copy this. And 
the reason is because I — I found a difference in 
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the way they were ordered and reordered them. So — 
Q. All right. That would be — 

A. I don't really need that if we're going to go 
through one at a time. I think we can copy that. 

It's the same that you have, but it's just a 
different order. 

Q. Well let's copy it. 

A. Okay. 

(Discussion off the record.) 

(Plaintiffs' Exhibit 656 was marked 
for identification.) 

BY MR. SILBERFELD: 

Q. Okay. Now we should have two things before us. 
Dr. Rowell, one is Exhibit 655, which is the stack of 
notes, and Exhibit 656, which is the list of tobacco 
company documents. All right? 

A. Yes. 

Q. All right. So my first question with respect to 
the first document in 655 is: Can you locate it for 
me on Exhibit 656? 

Take a look at page three. 

A. Yes. 

Q. Nine or ten entries down. Is that it? 

A. Yes. 

Do you have an 11th page on yours? I think I'm 
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1 missing — 

2 Q. Yes, I do. 

3 A. Yes. Mine, and I don't know about the one that 

4 was given here, that did not copy. That's what I was 

5 taking — hesitating about, it didn't look like what 


6 

I'd 

given you. But anyway 

— 


7 

Q. 

You don't have an 11th page? 


8 

A. 

No. 



9 


(Discussion off 

the record.) 


10 


MR. SILBERFELD: 

Let's go back on the 

11 

record. 



12 


While off the record. 

we found and 

located page 

13 

11 

and copied it and added 

it to the official Exhibit 

14 

656 

and everybody's copies 

• 


15 

BY 

MR. SILBERFELD: 



16 

Q. 

Now the first note in 

Exhibit 654 

entitled 

17 

"Comments on Nicotine" is 

found on page 

three of 

18 

Exhibit 655, also entitled 

"Comments on 

Nicotine," 

19 

and 

the Bates numbers are 

the same. 


20 

A. 

Yes. 



21 

Q. 

Correct? 



22 


In the "AUTHOR" column on Exhibit 

655 you have 

23 

R. 

R. Johnson. 



24 

A. 

Right. 



25 

Q. 

How do you know R. R. 

Johnson is the author of 
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1 the document? 

2 A. It must have said on the document — I don't 

3 have the document with me — that it was by R. R. 

4 Johnson, or was in a signature block or something 

5 like that. We had to look around sometimes in the 

6 documents to try to figure out who it was by. 

7 Q. All right. So at least insofar as the "AUTHOR" 

8 field is concerned, there may well be information on 

9 655 that is not contained in the collection and notes 


10 

on 

654, like this example. 


11 

A. 

Yes . 


12 

Q. 

All right. 


13 


MR. GALE: Excuse me. 

I don't know it 


14 matters, but if you want the record to be clear, I 

15 think you used the wrong numbers there; you talked 

16 about 654 and 655 instead of 655 and 656. Maybe I 

17 misunderstood what you were talking about. 

18 MR. SILBERFELD: No, you're exactly right, 

19 I did use the wrong numbers. Six fifty-six is the 

20 list of documents and 655 is the set of notes. 

21 THE REPORTER: That's correct. 

22 MR. SILBERFELD: All right. I just bumped 

23 it up by one. I apologize. All right. 

24 Q. Then looking at Exhibit 655, the first note, 

25 "Comments on Nicotine," this was a document about a 
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conference; right? 

A. Yes. 

Q. And what was the length of the document, do you 
recall that? 

A. I don't recall. 

Q. You characterize it here in the note as a "Short 
meeting reviewing BAT thoughts and projects on 
nicotine." 

A. That's what I have down. 

Q. And the projects are listed there as "Mad 
Hatter, Hippo, Ariel, et cetera." 

A. Yes. 

Q. Did you have an understanding at the time you 
read this what MAD HATTER referred to? 

A. I don't remember. Probably not when I read this 
document. 

Q. Since that time have you come to learn what MAD 
HATTER refers to? 

A. I remember that I finally came across what it 
refers to, but I can't remember now. 

Q. Is there a note — 

A. There was a title to what they called the MAD 
HATTER. It might have been the "Fate of Nicotine in 
the Body," but I'm not sure. It was a large project. 
Q. Have you come to learn what HIPPO referred to? 
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A. Yes. 

Q. What is that? 

A. The HIPPOs were — 

There was a HIPPO I and a HIPPO II, and they 
were other studies done by Battelle, one on some 
neuroendocrine effects of nicotine releasing ACTH, 
how nicotine compared with the tranquilizing effect 
of reserpine, and some study on the possible 
mechanism for an appetite-suppression effect of 
nicotine. 

Q. Which one was HIPPO I? 

A. HIPPO I, I believe, was the reserpine and 
neuroendocrine document. 

Q. And the other was HIPPO II? 

A. I think so. 

Q. And what does ARIEL refer to? 

A. ARIEL referred to a study on trying to develop a 
less hazardous nicotine-delivery device. 

Q. A cigarette? 

A. I don't remember. I think it was a — I think 
it was an artificial device that they had thought 
about for delivering nicotine. 

Q. Looked like a cigarette, smoked like a 
cigarette, but didn't have tobacco? 

A. I think this was — I think this was going to be 
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a true nicotine-delivery device that delivered 
nicotine and was not a cigarette. I don't remember 
whether it had tobacco or not, but I don't think it 
did. 

Q. And this first document that we're talking about 
the notes about, was there a review of those 
projects? 

A. It says "thoughts and projects." And as I say, 
when I wrote this I don't think I knew what those 
projects were, and when I came to them, I have notes 
on the actual projects which would be more 
significant than these thoughts. 

Q. All right. The next document in Exhibit 655 is 
the one we spoke of at some length yesterday, the 
"Fate of Nicotine in the Body." 

A. Right. 

Q. And let's — let's locate that on Exhibit 656. 

A. Okay. 

Q. It's on the third page; is it? 

A. Yes. 

Q. Four up from the "Comments on Nicotine;" right? 

A. No. This is the one right under the "Comments 

on Nicotine." 

Q. Right under. Okay. 

A. Because the Bates numbers. 
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Q. Yes. 

The date appears different on Exhibit 656 than 
on the document. Is that just a mistake? 

A. Must be. This outline was taken from the 
document rather than from the notes on the documents, 
so — 

Q. The outline being 656. 

A. Right. The outline was — 

The documents were gone through by a secretary, 

I didn't do that, and found the Bates number, the 
date, the title, the author, and put it in. I 
haven't checked it with my outline. 

The point of the outline was really to help me 
find the notes that I had on the documents. That was 
the only purpose, really, that I had for keeping 
this. And to the extent that it accomplished that 
mission, I wasn't really concerned about whether it 
was perfect because I had the document, so I could 
find the exact date. 

Q. Let's turn to the third page of Exhibit 655, and 
first of all, let's locate it on Exhibit 656. 

A. Okay. 

Q. Can you do that for me? 

A. Yes. Now this is a point of information which 
we might as well bring up now. When I first started 
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1 reviewing the documents, I — if I saw some little 

2 note, I would just put it on the top of the page, 

3 draw a squiggly line and go to the next document. 

4 This is when I was looking at these last year, 1996. 

5 When it — 

6 I came to the realization that I had to organize 

7 this some way because I couldn't locate my notes 

8 again. Because I had a hundred — hundreds of them, 

9 I wanted to organize it in some way. So when I have 

10 three documents on a page, rather than cut them up 

11 and paste them on separate pages, I just told my 

12 technician, "Xerox that page three times so I'll have 

13 them in separate places," because they all have the 

14 separate Bates numbers, "and put X's by the ones that 

15 aren't used on that page." So this document is 

16 really not — 


17 

Q. 

Is 

really not — 


18 

A. 

It ’ 

's organized by the one on the bottom. 

And so 


19 this Exhibit 655, my notes should be in Bates number 

20 order, but because I had three on a page, I only 

21 could do that if I had three copies of that 

22 document. So you are looking — 

23 You will find one document on one page every 

24 time, so later on you'll see the same page with an X 

25 in the left column organized — 
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1 Q. Right. 

2 A. — in order by Bates number. So — 

3 Q. So right now on the third page in sequence of 

4 Exhibit 655, the note that's operating that we're 

5 going to talk about is the one that's titled 

6 "Kronberg?" 

7 A. Yes. I mean we could talk about the others, 

8 too, because they're just the same later on, but 

9 because they're in order by Bates number, this is 
10 where I would find it if I wanted to look it up. 


11 

Q. 

That's fine. 

I want to do it the 

way you 

did 

12 

it. 

And the X's, 

which are very light 

because 

they 


13 are pink or red in your original, indicate those are 

14 not operating on this particular page. 

15 A. Well — 

16 Q. They're not the action note on this particular 

17 page. 

18 A. Yes. If I wanted to find them, I would have 

19 looked somewhere else by their Bates number. 

20 Q. All right. Then let's talk about Kronberg's 

21 note, June 20 — June 2nd to the 6th, 1969. Where is 

22 it in the Bates numbering? 

23 A. That's the next one down on the outline — 

24 Q. All right. 

25 A. — from "Fate of Nicotine in the Body." 
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Q. Who is S.J.G. as the author, do you know? 

A. I don't know. I guess I have — 

That may be a fellow named Green that I came 
upon later, but I don't know for sure, and I don't 
know who he is. 

Q. What is this document? What was it, a report, a 
letter, a memo? 

A. There were a whole series of research 
conferences that took place. In fact Kronberg is, I 
guess, where this was held. And these were just 
conferences discussing work that had been done or 
some — in some cases thought process of work that 
should be done. 

Q. And what do the numbers refer to, number 21, 26, 
and so forth? 

A. Well I'm guessing that the lines on the pages 
were numbered, and so on page six, number 21 would be 
something on "Reviewed Armitage paper on nicotine." 

Q. And number 26 refers to the — is that 
"Importance of nicotine?" 

A. That probably means "Importance of nicotine." 

Q. Do you recall what that's about? 

A. No, I don't. 

Q. Or "High nicotine tobacco," is that what that 
says next? 
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A. Yes. I don't recall that specific document. 
Again, it would be a lot easier if I actually had 
it. But I do remember discussions about the 
possibility of finding or using high-nicotine 
tobaccos in cigarettes. 

Q. There's a mention of ARIEL and then there's 
lastly "Keep nicotine high" with a question mark. 

A. Yes. 

Q. Do you recall what you meant by that? 

A. I'm assuming that's a statement from the 
document, but it could be my notes: Were they trying 
to keep the nicotine high? 

Q. Okay. Let's turn to the fourth page of Exhibit 
655. And if I understand the system, since this one 
has multiple entries on the same page, the one that 
is operating on this one is the one at the very top? 
A. Right. And so you see it's the next one down on 
the outline again on 656. 

Q. At the very bottom of this page. Dr. Rowell, 
there's a note. Do you see that? 

A. Yes. 

Q. It says, "This 3 day conference...," et cetera? 
A. Yes. 

Q. What does that refer to? Does that refer to the 
proceeding of the R&D conference in Montreal at the 
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top, or what is — 

Is it something else? 

A. My guess is that it refers to the proceedings at 
the one on the bottom. But because the next one up 
from there is also "Proceedings," and I say it's a 
three-day conference, and when I look back at the 
outline they were both in Montreal, and the top one 
was in Montreal too, — 

Q. Well in fact — 

A. — this may be in fact, because I have a kind of 
a — I don't know what that symbol is called where I 
accumulate the whole three and I have an arrow up — 
it may be talking about all three documents. 

Q. If you look at the margin, they seem to be dated 
day one, day two, and then the top one is day three; 
is that right? 

A. Yeah, that's what it looks like. So this 
three-day conference — 

I think now that note at the bottom — 

Q. Refers to the whole page. 

A. — refers to the whole page, right. 

Q. All right. The year of this conference is 
unknown on the document itself? 

A. It looks like I could not identify the year, and 
it's not in the outline either. 
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Q. In the middle of this page there's a statement 
that appears to be a direct quote that says 
"...however nicotine is important for majority of 
smokers," close quote. Do you see that? 

A. Yes. 

Q. And then below that are the words "I agree." Is 
that meaning you agree with that statement? 

A. Yes. 

Q. That's not somebody from the conference talking, 
that's Dr. Rowell talking. 

A. I think that's my agreeing with that statement. 
Q. Let's turn to page five. And the operative note 
on that one is the top one — 

A. Yes. 

Q. — which is the next one in line? 

A. That's the next one down on the outline. 

Q. And the quote in your note from the document is 
"Smoking is an addictive habit...," close quote. 

A. Yes. 

Q. And is that your expression of your point of 
view below it, "Probably yes in 1967?" 

A. I think that's probably right, "from Royal 
College of Physicians '62" definition, but it's a 
little difficult to interpret that because they're 
using both "addiction" and "habit" in the same 
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sentence and they made a distinction back then, so 
they're — 

Q. Who was the speaker who made that statement? 

A. I don't know. I have "author unknown" on the 
outline, so I don't know who made that statement. 

Q. In terms — 

A. And I'm not sure I could identify him even if I 
had the document, it looks like. 

Q. In terms of the weight or significance to be 
given to that statement, would it matter to you 
whether it was made by an advertising man, a lawyer, 
or a research scientist? 

A. It really wouldn't make any difference in this 
case who made that statement. 

Q. Page six of Exhibit 655, am I right that the 
operative note is the one that says "Day 1" at the 
left? 

A. Yes. 

Q. And where do we find this note in the log which 
is Exhibit 656? 

A. It must be the same conference that we were just 
talking about because it has the Bates — same Bates 
number, and I must have run across it for some reason 
two times. 

Q. All right. 
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A. So it only appears once on the outline. 

Q. And then page seven of Exhibit 655, which one is 
the operative note? 

A. It should be the middle one of the three. 

Q. And where is it on the log? 

A. Well I don't see it on the log. At least it's 

not in order. 

Q. Should be between 1496 and 1509 on the log; 
shouldn't it? 

A. Yes. 

Q. All right. 

A. The only other thing I can think of is some of 
these documents appeared to have two Bates numbers, 
or there were two numbers, and I don't know enough 
about Bates numbers to know which was which. And 
maybe it's in here under another number. 

Q. All right. 

A. If I went to the document, I maybe would be able 
to see that. 

Q. Let's go to page eight. Bates number — I'll 
withdraw that. 

This is a research conference in Southampton in 

1962 . 

A. Yes. 

Q. And you reviewed the whole document? 
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A. Yes. 

Q. And the note you make — you make two notes, one 
is "What is the T.M.S.C.;" right? 

A. Yes. 

Q. How did you find out what that was? 

A. I think later on I somehow figured it out from 

reading more documents, and I may have come back and 
answered my question and put down what it was. Some 
of these things came to light later as I read more 
information. 

Q. And then the next note is — well why don't you 
read it for us. 

A. It says, "Admit connection between smoking and 
cancer. Try to find out why at T.M.S.C." Then it 
looks like it says, "Physics in-house," but I can't 
imagine that being physics. But maybe they made a 
statement like that. But that's all I have on that 
page. 

Q. In that research conference you saw — in the 
document that arose from that research conference you 
saw an admission of a connection between smoking and 
cancer? 

A. It looks like that was in the document. I'd 
have to go back and look and see again, but it looks 
like they were admitting there was a connection 
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1 between smoking and cancer. 

2 Q. Was "connection" the word that was used? 

3 A. Well I don't have it in quotes so I'm not sure, 

4 but it may well have been. I don't know. I can't — 

5 I can't remember that well. 

6 Q. Was it in humans or animals? 

7 A. I don't even remember that. 

8 Q. Did you consider, at the time you reviewed the 

9 document, whether that admission had scientific 

10 significance? 

11 MR. NIMS: Objection. 

12 A. No, because I really wasn't — 

13 And as I said, when I first started this project 

14 I was not going to get into smoking and medical 

15 consequences and things like that. I was looking for 

16 information on nicotine and the pharmacology of 

17 nicotine in the brain and whether they have advanced 

18 or new information on nicotine. So I didn't follow 


19 

up 

on this 

"connection." 


20 

Q. 

Okay. 

Page nine is 

your review of Project 

21 

Wheat? 



22 

A. 

Yes . 



23 

Q. 

What 

is Project Wheat as you understand it? 

24 

A. 

I remember that was 

a — 

25 


As I 

have down here. 

it's a profile of smoke: 
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in the United Kingdom and their habits, and they had 
a cluster analysis where they were trying to identify 
them in specific groups. 

Q. What does "low, medium," and "high" refer to? 

A. I think they were trying to identify smokers as 
having low, medium, or high "Inner need," I have down 
here, for — for smoking. "Inner need" was a word 
that I was not familiar with when I started reading 
this, and so — 

I don't exactly know what they mean by "inner 
need" right now, but I would — I would expect if I 
had to express it, it would be something to do with 
low, medium, or high motivation — 

Q. Okay. 

A. — to smoke. 

Q. Turn to page ten. Is this a research conference 
note? 

A. It looks like it. Research conference, yes. 

Q. In 1984. 

A. Yes. 

Q. And you quote something there in the first two 
lines and date it as of 1975. Explain to me why 
that's dated 1975 if the conference was '84. 

A. I would have to go back and see why I did that, 
to the original document. 
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Q. Okay. Could you just read the quote? 

A. Quote, "prudent to ensure no adverse effects on 
sidestream toxicity," and then it continues, 
unquote — or dot dot dot, end quote, so there's more 
to the sentence that I didn't write down. 

Q. What was the significance of that to you? 

A. Nothing to nicotine as far as what I was looking 
for, I don't think. I think I would agree that it is 
prudent to ensure there's no adverse effects of 
sidestream toxicity, but other than that it has no — 
no significance on my expert opinion as far as why I 
was looking at the documents. 

Q. And then the next note is 1979. 

A. Right. 

Q. Same document, but it's dated 1979. And then 
there's — there's a minus with a circle around it — 
A. Right. 

Q. — or a dash with a circle around it. What was 
the significance of that? 

A. I was pointing out things that I thought were 
statements that did not reflect well on what they had 
said at that time, whether it had anything to do with 
nicotine or not. In this case they said it was 
important to know why people start and it's more 
important than why people continue, and that's a 
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quote from the document, so I just put a minus around 
there. 

I'm assuming that that would come up as one of 
the reasons this document was identified by the 
plaintiffs as an important document, so it might not 
have anything to do with nicotine, but — so I put 
that around there so I could find that if somebody 
said, well, isn't it true that somebody said this in 
the document, and I could find that quickly. 

Sometimes I try to identify why I thought a 
plaintiff would pick out a document for me to see. 

Q. Well do you get a negative connotation from that 
quote yourself? 

A. Personally I do. It's, again, nothing I'm an 
expert in, but I think if they're interested in 
knowing why people start, then that indicates that 
they're — and more important than why people 
continue, that's to me kind of a negative 
connotation. 

Q. And what is the connotation? 

A. Although we're looking at 20 years' hindsight, 
so it's hard for me to put myself back into the 
1970s, but the connotation is that they were trying 
to maintain their future business, which is what is 
part of the quote as well. 
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1 Q. By getting people started. 

2 A. Well I mean that's quite obvious, that long-term 

3 future business is the main — going to be that 

4 people are going to start smoking. So I don't think 

5 it's anything — 

6 It's certainly nothing new, I mean it's obvious, 

7 but it's got a negative connotation — connotation to 

8 it. 

9 Q. Not terribly complimentary. 

10 A. To us now, no. In 1979, I don't — I don't 

11 know. 

12 Q. Well as of 1979, if we just — 

13 A. Uh-huh. 

14 Q. — in summary fashion review what was known and 

15 what was reasonably knowable, was it reasonably 

16 knowable in 1979 that nicotine could produce 

17 dependence? 


18 

A. 

That nicotine could produce 

dependence? 

19 

Q. 

In cigarettes. 



20 

A. 

I don't agree that that's known 

even now, so I 

21 

don ' t 

think in 1979 it was known 

for 

sure that 


22 nicotine could produce dependence in cigarettes. 

23 Q. Was it known in 1979 that the combination of 

24 cigarette smoking behavior and the presence of 

25 nicotine in cigarettes could produce a mild 
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dependence? 

A. Yes. 

Q. And was it known in 1979 that cigarette smoking 
was associated with the development of certain 
diseases? 

A. Yes. 

Interestingly, that's the year of the Surgeon 
General's report where they really did a very good 
study on that, but because they were basing this on 
information that came before 1979, I — I would say 
that was appreciated in 1979. 

Q. The next entry — 

A. Uh-huh. 

Q. — on this page ten has a series of numbers at 
the left. I think it is "2012 - 1.(b)." 

A. Yes. 

Q. Have I read that correctly? 

A. Yes. 

Q. What does that refer to? 

A. These notes were so that I could find that very 
quickly in the document. That must be — 

Again, these were numbered somehow. If I saw 
the document I'm sure it would be apparent why I put 
that down. 

Q. What's the statement next to it say? 
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1 A. "Importance of nicotine in product 

2 acceptability." 

3 Q. Do you recall what that refers to? 

4 A. No. It's not in quotes, so I'm not sure — not 

5 sure whether that's my interpretation of what that 

6 paragraph, or whatever it was, was about, or if they 

7 actually said something about the importance of 

8 nicotine in product acceptability, but I'm assuming 


9 

that 

they were discussing it. I see 

no evidence that 

10 

there was any research conducted in 

this document. 

11 

but 

they must have discussed that in 

some — some 

12 

way. 



13 

Q. 

And there's a reference to "pH 

modification" in 

14 

this 

document? 


15 

A. 

Yes. 


16 

Q. 

And minimum dose of nicotine in 

smoke? 

17 

A. 

Yes . 


18 

Q. 

Let's turn over to page eleven. 

This is a 

19 

"Smoking Behavior Marketing Conference" document? 

20 

A. 

That's what it says, yes. 


21 

Q. 

And there were some pages missing apparently. 

22 

about seven of them, seven or eight? 


23 

A. 

Yes. 


24 

Q. 

Did you ever get those? 


25 

A. 

I don't remember whether I got 

those or not. 


STIREWALT & ASSOCIATES 

P.0. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



CONFIDENTIAL 


383 

1 There were some other pages missing that I got. If I 

2 got them, it looks like I didn't come back here and 

3 make a note on this page that I did have them, so — 

4 I mean the best way to answer all these 

5 questions, of course, is for me to have the document, 

6 and I could answer. 

7 Q. Okay. 

8 A. But from this right here, I can't tell whether I 

9 got them or not. I would suspect that I didn't. 

10 Q. Where are the actual documents? 

11 A. They're back in my office in Louisville. 

12 Q. In the middle of this page there's a section 

13 that says "Nicotine Hypothesis." Do you see that? 

14 A. Yes. 

15 Q. What does that refer to, sir? 

16 A. That's probably the words taken right out of the 

17 document on that page that's indicated, 02750. 

18 Q. And then at the bottom of that page it says, 

19 quote, "it is our responsibility to reduce the total 

20 dose of smoke to the smoker," close quote. Do you 

21 see that? 

22 A. Yes. 

23 Q. And is that your interpretation to the left of 

24 it? 

25 A. Yes. 
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Q. "Makes sense." 

A. Yes. 

Q. And then there's stars and asterisks, quite a 
few of them, actually, all around that? 

A. Yes. 

Q. Was that a particularly significant quote to 
you? 

A. Yes. I think they were agreeing to their 
responsibility to reduce the total — total dose of 
smoke to the smoker. That impinges very heavily on 
the tar/nicotine ratio things that we've talked 
about. 

Q. Why is it important to reduce the total dose of 
smoke to the smoker? 

MR. NIMS: Objection. 

A. Well why, in my opinion, and I'm assuming they 
have the same opinion, is that it is the components 
of smoke that would be contributing to the health 
hazards that we talked about that had been identified 
in the 1970s that smoking has. 

Q. Uh-huh. 

A. And I think it was appreciated at that time that 
all of the compounds in smoke, the tar, if you will, 
and carbon monoxide and other things, are associated 
with health risks, and they say it's our 
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responsibility to reduce the total dose of smoke to 
the smoker. That's why I say that makes sense back 
in — at the time this was written. 

And as — and just as an aside, I see now that 
the — the numbers that I — like the page number is 
actually a Bates number page, so obviously this was a 
fairly long document because I think it started on 
2614. So that's how I could find it if I had to go 
back to it. 

Q. Okay. Page 12 of Exhibit 655 — 

A. Uh-huh. 

Q. — is a note about a tentative hypothesis of 
nicotine addiction? 

A. Yes. 

Q. Why don't you just read for us into the record 
your entire note about that. 

A. Okay. It says, "Wierd hypothesis that smoking 
leads to an increase in ACTH." I have some 
notations, "allows smoker to respond to stress and 
restore normal balance. Just speculation. Untenable 
in light of more recent findings in CNS." 

Q. What part of the hypothesis was wierd in your 
assessment, all of it, parts of it? 

A. I think the overall hypothesis that it is the 
increase in ACTH produced by smoking that allows the 
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response — the smoker to respond to stress, and that 
is the hypothesis for nicotine addiction, as this is 
called, and I say it's untenable because I don't 
think this increase in ACTH has anything to do with 
any dependence potential from smoking. 

Q. Based on later findings? 

A. Yes. I don't think — 

Q. Later than this date? 

A. — anybody in, certainly, the last decade or two 
has put out any indication that it's the peripheral 
effects of nicotine on stress or anything like that 
that has any mild dependence-producing potential, so 
that's why I said that was a wierd hypothesis. But 
maybe not at that time. 

Q. Page 13 of Exhibit 655 is a review of a paper; 
right? 

A. Yes. 

Q. By Read and Anderson? 

A. It's not on here, but is it on the — 

Yes, looks like Read and Anderson. 

Q. And your assessment is it's a "Good methods 
paper - carefully done." 

A. Yes. 

Q. "Probably comparable to non-industry scientists 
in sophisticated" — 
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A. "...sophistication and currency." 

Q. Oh, "sophistication and currency." 

A. Right. 

Q. "Currency" meaning — 

A. How up to date, right. 

Q. — currently? 

And your question was "Was it ever published? 

If so, what importance. Other methods for nicotine 
and cotinine were available in literature." 

A. Yes. 

Q. Was it ever published? 

A. I don't know. 

Q. Was it worthy of publication? 

A. Urn — 

Q. In your mind? 

A. From my notes it looks like it would have been 
worthy of publication. It says a "Good methods 
paper," so — "carefully done," so I'm assuming that 
would have been acceptable for publication. 

Q. Do you recall whether it was work done in humans 
or animals? 

A. No, I don't. But it — that wouldn't really 
matter because it was a methods paper for determining 
nicotine and cotinine levels in bodily fluids, so — 
Q. Did it make a contribution to what was known or 
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reasonably knowable in the medical literature as of 
1980? 

A. Not about how nicotine worked or anything about 
the pharmacology of nicotine. It was — 

It may have been a good method, maybe — maybe 
easier, maybe cheaper, maybe faster for assaying 
nicotine and cotinine in blood and urine, it may have 
saved people money or something like that, or time, 
but I'd have to go back and look at the paper to see 
what the method was. There were methods available so 
people were already measuring nicotine and cotinine 
at that time, and there are a lot of methods papers 
that come out that people have a little bit of a 
different way to do it. 

Q. Was this an instance where you in fact went back 
and looked in Medline or Index Medicus to determine 
whether this particular approach was novel, new, or 
interesting to science or medicine? 

A. No, I did not at this time. 

Q. Page 14 has the multiple notes again, but the 
bottom one is the one that's at work here? 

A. Yes. That's the order that they're in. 

Q. Yes. Did you make a determination about this 
document as to whether or not it presented an idea or 
conclusion or opinion that was new, novel, or 
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interesting to science or medicine? 

A. I don't have a notation that it did produce any 
of those results, but I do say it was "Written like 
research paper," so — but "Only 3 subjects - too 
small for publication" is my notes here. 

Q. As of 1974, from your understanding of the 
literature, were there papers in existence on the 
effects of cigarette smoke on brain waves? 

A. Yes. That was not discovered by the tobacco 
industry. 

Q. The fact that there is no notation here, does 
that have any significance? Because we've already 
seen that at times you write "Nothing relevant here" 
as being not a negative comment but — but an 
expression of your view that it contributed nothing. 
The fact that it's blank on this one, does that have 
significance? 

A. At this time I wouldn't think that has much 
significance. 

Q. Page 15, "Effects of Nicotine on Central Nervous 
System." 

A. Yes. 

Q. Again your comment, "Written like research 
paper. Methods, Results giver." 

A. "Given." 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

390 

Q. "Nicotine injection in monkeys leads to lever 
pressing — increased lever pressing?" 

A. Yes. 

Q. Is that what it says? 

Was that significant to you as of 1971, as to 
whether that was a new finding or new information? 

A. That might be significant in 1971. I'll have to 
go back and look at the paper again and see. 

Q. Why would it be significant as of 1971? 

A. I don't know how that was done. Nicotine had 
been shown to increase conditioned behavior before 
that time, and so animals that had been trained to 
press a lever for food reward or something like that 
had been shown to increase that performance when they 
were given nicotine. I don't know whether this 
refers to the fact that nicotine in an untrained 
animal would lead to lever pressing. I'm guessing by 
the way I've written that that it is a follow-up of 
studies that have shown that nicotine reinforces 
already-conditioned behaviors. But without seeing 
the paper — if — 

If that in fact was a study showing nicotine 
would initiate lever pressing in response to 
nicotine, to me in '71 that would have been a new 
finding and significant finding. 
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1 Q. So the difference is if it was a trained animal, 

2 it would not be a new finding. 

3 A. That's right. 

4 Q. If it was an untrained animal and it was the 

5 initiation of nicotine and introduction of it to an 

6 untrained animal, that would be significant to you. 

7 A. Yes, that — 

8 Your first thing said it wouldn't be a new 

9 finding. It might be new information. They may have 


10 

done 

it differently. But 

it wouldn't be a 



11 

significantly new method 

or finding. 



12 

Q. 

But if it was in an 

untrained animal. 

it 

would 

13 

be. 





14 

A. 

Yes, I would say so. 




15 

Q. 

So we can all look at the paper. 



16 

A. 

From what I know now 

about when these 

things 

17 

were 

done, yes. 




18 


MR. SILBERFELD: 

Let's do one more 

and then 

19 

we'll break for lunch. 




20 

Q. 

Page 16 of 655, only 

the upper third 

of 

that is 

21 

the 

operative note; right 

9 



22 

A. 

Yes . 




23 

Q. 

And this is another 

research-type paper. 


24 

"Effects of Nicotine on EC...." What does 

that 

25 

mean 

? 
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A. Well I use "EC" for electroconvulsive. This 
says "Electrocortical Activity," so — on my outline 
it's electrocortical. 

Q. Probably the title taken from the actual 
document by the secretary. 

A. Yes. 

Q. And you ask the question, "Was this a published 
paper?" Right? 

A. Yes. 

Q. Is that because you thought it was worthy of 
publication? 

A. I don't know from my notes whether I thought 
that was worthy. It obviously had enough potential 
that I would have written that note down, so that it 
did have some results in it. 

Q. Do you know without having the paper here 
whether the conclusions of that paper were 
sufficiently new, significant, that it would have 
contributed something to the world scientific 
literature? 

A. No, I don't. I'm guessing that it didn't 
because the electrocortical activity studies that 
have been done and have been done for a long time, in 
my opinion, have contributed very little to what 
nicotine does in the brain. But again that's 
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1 hindsight. At the time when they had very little 

2 ability to study neurochemical effects, that may be 

3 the best they could do. 

4 Q. And the papers — 

5 A. And a lot of people were using it. 

6 Q. And it's undated, so we don't know when this 

7 paper was done. 

8 A. It looks like it's undated, yes. 

9 MR. SILBERFELD: Let's break for lunch. 

10 (Luncheon recess taken at 12:30 o'clock 

11 p.m.) 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 
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AFTERNOON SESSION 

(Deposition reconvened at 1:24 o'clock 
p.m. ) 

BY MR. SILBERFELD: 

Q. Let's go back on the record. 

Dr. Rowell, just before our lunch break you 
finished page 16, and we're going to page 17 of 
Exhibit 655. And this is your note of a study 
entitled "estimation of Whole Body Nicotine Dose." 

Is that right? 

A. Yes. That's what it says. 

Q. And you evaluated that to be "Good study - 
suitable for publication, dot dot dot, maybe." 

Were you unsure at the time you wrote this as to 
whether it was publishable? 

A. That's what it looks like from my notes. 

Q. Did you ever determine whether it was published? 
A. No, I didn't. 

Q. You say "No big break-through but adds a bit!" 
What did it add to the font of scientific knowledge? 
A. I couldn't speculate without going back to the 
document. 

Q. But this study met, at least in part, both of 
the criteria you were looking for in the evaluation 
of these documents; that is, it added something to 
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the scientific knowledge, and was of publishable 
quality, maybe. 

A. Yes. But on the — on the first run, I think I 
made a distinction between whether things just added 
something — 

Almost everything adds something, and if this 
was a study, it may have added. But I don't — I 
look for things that would have made a significant 
difference, I think is the difference between adding 
a bit. And so without seeing the document, again, I 
don't know — 

It looks to me like — from my notes that I did 
not think when I read it that it contributed 
significantly to what was known about nicotine. 

Q. Have you turn to the next page, which is 18. 

The document is entitled "Dependence on Cigarette 
Smoking: A Review." It's a 1977 document; right? 

A. Right. 

Q. Your assessment of it is that it's "Basically a 
review of smoking, not nicotine!" And that it's 
"Very comprehensive;" right? 

A. That's what I have, yes. 

Q. And then there's a heading it says "Good Review 
of compensation and reward, et cetera." And are the 
notes that follow it examples of why it's a good 
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review of compensation and reward, or do those relate 
to other topics? 

A. I don't know. They're notes that I took when I 
read the document, but I don't know that, when I 
wrote the notes, that that was the reason I thought 
it was a good review. I just in general thought it 
was a good review as I read it. And some of the 
notes below are quotes from the document and some 
look like they're my comments. 

Q. And the starred items that in your original are 
in red, why are those starred? 

A. I think it's because I agree with those 
conclusions that were stated on page 60 — or page 36 
in this one case that we've talked about already, 
which states, "Taken as a whole - nicotine plays a 
part in smoking - but is no means — by no means the 
only factor." And we've talked about that already, 
that's my opinion. And the next page, "evidence does 
not support the conclusion that nicotine" — that — 
sorry, "evidence does not support the conclusion that 
smoking is an addiction to nicotine." So I would 
agree with those and indicate that that's evidence 
that there are people in the tobacco industry that 
disagreed with other people in the tobacco industry 
on the importance of nicotine and the contribution of 
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1 nicotine to smoking. 

2 Q. What is the meaning of the second-to-the-last 

3 line on the page? It says, "Since this is a review - 

4 we would like," and then trails off into nothing. 

5 A. I'm guessing, now that I think about why I wrote 

6 that, that this would have been a review that we 

7 would have liked to see when we wrote the historical 

8 review because this was also a good review in some 

9 areas, and since we didn't have any of this 

10 information, it would have been nice to see another 

11 review when we wrote our original review, check the 

12 reference, see if there was anything new. So I think 

13 that's — 

14 "We" is Dr. Carr and myself — 

15 Q. All right. 

16 A. — would have liked to have seen it. I may 

17 reread that review just for scientific interest. 

18 Q. The next page, 19, we're going to skip over, but 

19 let's just identify it. It's a 1972 document, 

20 "Theories of Smoking Motivation," a review? 


21 

A. 

Yes. 



22 

Q. 

Okay. 

Questions 

about the next one, which is 

23 

page 

20 of 

Exhibit 655 

This is a 1966 document. 


24 "Further Work on Extractable Nicotine?" 

25 A. Yes. 
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Q. And it's referred to as the "2nd Report." You 
ask yourself the question in the note, "Do I need the 
1st?" And then you seem to answer it, "Don't think 
so. Summary here." Right? 

A. That's what it says. 

I think I remember this did say somewhere second 
report on this, and that's probably why I wrote that 
intially. Then as I read it and came to the end, I 
stuck a second part up there that I didn't think so 
because the summary of the first report was in this 
report. 

Q. There is a hypothesis stated there that the more 
extractable nicotine there is, the more free base 
vapor there is. Do you see that? 

A. Yes. 

Q. First of all, was that established by that 
study, that hypothesis? Or report. 

A. I can't answer that definitively without seeing 
the document, but I'm fairly certain that that was 
not answered by that, that they did not have data or 
studies in there. Because I think I would have noted 
that if that had been a research report that had 
demonstrated that. And I also have this stated here 
as a hypothesis, these two statements, so I'm 
guessing that they did not demonstrate that in this 
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document. 

Q. And then the second hypothesis is that the pH of 
the lung surface is influenced by smoking. Do you 
see that — 

A. Yes. 

Q. — as a question? Was that a question that 
medical and scientific literature had answered as of 
1966 when this was done? 

A. No, that's not a question that they had answered 
then, and I'm not sure that they've answered it to 
this day. And again, it's a hypothesis, and I don't 
remember that they had even attempted to measure the 
lung surface pH. 

Q. The next entry is "'extractable' nicotine 
depends on pH." 

A. Yes. 

Q. And then your note to the right reads what, sir? 

A. I said, "Obviously!! And this affects lots of 

other compounds." That's just a note that I have on 
that quote. Then I put "extractable" in quotes 
because that's kind of an unusual term, at least to 
me. 

Q. If you look further down, I think you will see 
that this paper, even though it's not before you, 
included some experiments, some methods, and some 
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conclusions. 

A. Uh-huh. 

Q. Right? 

A. Yes. 

Q. One of the questions posed near the bottom is 
"How about different taste?" Is that your question, 
or was that a question posed in the document? 

A. I can't answer that without seeing the 
document. Could be either one. 

Q. And you come to the conclusion, I take it, that 
it was not publishable, in your opinion? 

A. That's what I have here. And it says "basically 
negative results. n equals 1 in one case!" 

Q. Take a look at the next page, 21. This is a 
1967 paper, "Relationship between 'Extractable 
Nicotine' and" what response? 

A. "...and Panel Response." 

Q. "Panel." 

Do you know what that refers to? 

A. Panel would be a group of smokers, I'm fairly 
certain is what this means, that they put together in 
a panel — 

Q. Uh-huh.. 

A. — with the question of seeing how they 
responded. 
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Q. And you conclude that the results here are not 
of interest, more for marketing, and then you put 
"Impact." What did you mean by "Impact?" 

A. "Impact" is the word that they had been using 
for how they were assessing the nicotine response. I 
think they just subjectively asked how was the impact 
from this product they were smoking, and they were 
equating that "impact" term with the response they 
were getting from nicotine. I think it's probably 
largely sensory. 

Q. All right. Skip over the next two and that 
should bring you to what I've marked as page 24 of 
Exhibit 655. It's a November 9, 1972 document — 

A. Okay. 

Q. — called "Nicotine Analogues?" 

A. Yes. 

Q. Kindly read your note there, would you, sir? 

A. "Tried and failed to synthesize two nicotine 
rigid analogues. One compound possibly a nicotine 
antagonist." And then it says, "This seems 
proprietary information. Might be publishable, but 
no major advance or breakthrough would result." 
Because they didn't — they failed to synthesize the 
rigid analogues, so — 

Q. Take a look at the next page, which is 25. The 
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page contains two notes. The operative one is the 
lower one? 

A. Yes. 

Q. And this is a TDC program. What does that refer 
to? 

A. I don't know without seeing the document. 

Q. There's a note in the lower left-hand corner 
that says "2nd Batch." What does that refer to? 

A. I think that's just my notation for where to go 
to locate these documents. I got them in a batch of 
original documents, then there was some with a rubber 
band around them. But I think I got them at the same 
time we talked about; they just happened to be in two 
different groups. So I had gone through the first 
group and then I was into the second batch. 

Again, these notes were meant to get me back to 
the document and refresh what was — my mind of what 
was in the documents. So that's why I would have 
these notations down there, without trying to rely on 
information. 

Q. All right. While we were off the record, I 
think we established that the next page was not in 
sequence in the log, which is Exhibit 656, and you'll 
probably work on that in a later version of the log. 
A. Right. 
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Q. The next page, does that get us back in sequence 
in the log, the note of 9/16/75? 

A. Yes. 

Q. Okay. Tell me where we are now. 

A. Okay. That has no Bates number, so when this 

was ordered on the outline it came out after the 
alphabetical — the HK that we just talked about. 

Q. Uh-huh. 

A. And now we're down onto the have "no number," 
and this is the second one. 

Q. What does NMFI refer to? 

A. I can't remember offhand. I think it — I think 
I had decoded that at one time, and I didn't put it 
down on here. 

Q. Read the note if you would. "NMFI is useful 

for...." 

A. "NMFI is useful for rapid cheap test - 
correlates with skin paint. Not known if predicts 
long term. Nothing on nicotine." 

Q. What did you mean about "...skin paint. Not 
known if it predicts long term," what does that refer 
to? 

A. There were documents here on skin-painting 
analysis in animals where they would apply the tar 
component that they had trapped from filters on 
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shaved skin or denuded mouse skin, see if that 
produced tumors, and that's — that was a kind of a 
standard technique for assessing cancer-producing 
chemicals. There are many chemicals that if you put 
them on the skin they will produce cancers, the skin- 
paint test. And this NMFI — 

Well those skin-paint tests, as you can imagine, 
are rather expensive and long term; they require 
maintaining colonies of animals for long periods of 
times to see if they produce cancer maybe years 
later. So this NMFI I have as a rather cheap test 
for trying to assess the carcinogenic potential of a 
compound or a group of compounds. But I don't 
remember what that was without going back to the 
document. 

Q. Okay. All right. If you skip the next page, 
which is the unnumbered, undated — unnumbered, 
rather, page, — 

A. Right, the second one. 

Q. — the next page where the lower half is the 
operative document, where would we find that Bates 
number? Is that back at the front? 

A. It shouldn't be. 

Oh, here. Yes. Because we're in Lorillard, 
back to the front, because this ordered the — 
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Yes, very first one. 

Q. No. 

A. Hmm, no. 

A. I bet it is the first one. 

Q. Just mistyped? 

A. Some of these numbers came out very hard to read 
on the — on the copies that I had and we had to 
decipher the Bates numbers, and I'm sure this is the 
same document. And I, without seeing, wouldn't be 
able to tell which is — whether it's 46 or 48. 

Q. All right. 

A. But that's the document. 

Q. This is a 1975 study which you concluded was 

"written as decent paper." 

A. Yes. 

Q. On the top it's "Inhalation," is that what it 
says below there? 

A. I don't see where you're reading that. 

Q. Below the words written there, "...decent 
paper," what do those words say? 

A. "Introduction." 

Q. Oh, "Intro." 

A. "Intro, Meth, Results, Discussion" and a 
"Reference" section, which is the common way a 
scientific paper would be put together, in those five 
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sections. 

Q. There's some evidence to indicate it was 
presented as an abstract to the British Pharmacology 
Society. 

A. Yes. 

Q. And you questioned whether it was ever 
published. 

Did this document provide new or significant 
information? 

A. Without having the document, I couldn't answer 
that. I don't note down here that it did. 

Q. The next page, "Pharmacological Basis for 
Tobacco Smoking Habit." Do you see that? 

A. Right. 

Q. What was interesting about it to you, sir? 

A. Again, without seeing the document, that would 
be hard to — 

I think the title just by itself is interesting 
to me. 

Q. There's a note above the word "Interesting" that 
says "Positive correlation with EEG." 

A. Yes. 

Q. Was that a finding that had been described in 
the literature? 

A. Well I don't know what that positive correlation 
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that I'm talking about here is without looking at the 
document. It looks like they were making a 
correlation between nicotine and acetylcholine 
release, which had been studied by others, and trying 
to ascribe EEG — EEG changes to the acetylcholine 
release. 

Q. In order for something in the public — 
published literature to be significant medically or 
scientifically, does it have to be new? Put another 
way, does the second report, a well-done study that 
reaches a conclusion similar to the first report on 
the same subject, does that second report have 
meaning medically or scientifically? 

MR. NIMS: Objection. 

Q. As a general proposition. 

A. It wouldn't have as much meaning as the first 
report. 

Q. Would it tend to corroborate the first report? 

A. That's why it would — 

That's why it would have meaning, it would tend 
to corroborate what the first report had found. 

Q. In your review of any of these studies that were 
done by the tobacco companies, did you consider 
whether they were corroborative of findings that had 
been made outside of the industry, in science or in 
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medicine? 

A. No. I didn't consider whether that was the 
second report or the third or the fourth time that 
had been found. 

Q. Turn over, if you would, to the "Project Ariel" 
document. There you go. This is what we spoke about 
earlier. In 1962 apparently there were efforts made 
to develop a nicotine-delivery device? 

A. Yes. 

Q. And it was a contract with Battelle to do that? 
A. That's what I have written. I remember that as 
well, yes. 

Q. My copy is too difficult to read. At page four, 
number three, I can't read the rest of it. Would you 
kindly do that? 

A. I have in quotes "create addiction," meaning 
somewhere in that document, that they use that in the 
middle of a sentence, probably. And then I have a 
note that says, "Who says...and what definition," and 
then I have "It didn't did it?!!" Which I'm sure is 
a question to me whether, again in my interest in 
nicotine, whether direct delivery of nicotine by a 
nicotine-delivery device would have created 
addiction. And from this, without seeing the 
document — this was a proposal, so they've got "No 
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data, results," which I have indicated here. 

Q. Turn over, if you would, sir, two pages, I 
think, to the "Golden Flavours" page. 

A. Okay. 

Q. What was Golden Flavour? 

A. I don't remember, but I have a note here on it. 
It was apparently a non-nicotine — non-tobacco 
cigarette, sorry, supposedly ultralow tar, and I have 
"How about nicotine?" with a question mark. 

Q. And you have a note there, "People might smoke 
more deeply and get same tar!" 

A. Yes. I don't know, again without seeing the 
document, if that's something they mentioned or 
something that I thought about when I was reading the 
document. 

Q. From a physiological standpoint, if people smoke 
more deeply in an effort to get more nicotine, will 
they also get more tar? 

A. Yes. 

Q. You make a note there about the "standard 
Russell statement." What is the standard Russell 
statement you're referring to? 

A. Well it's — I'm paraphrasing it: "People smoke 
for nicotine but die from tar," is what I'm saying is 
a Russell statement. I think they may have mentioned 
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that, too, in the document. 

Q. The next document, July 2, 1981, apparently 
phrases the question "Nicotine as a co-carcinogen?" 

Do you see that? 

A. Yes. 

Q. Had any work been done in the medical or 
scientific arena to answer the question whether 
nicotine was either a carcinogen standing alone or a 
co-carcinogen? 

MR. NIMS: Objection. 

A. A little bit outside my area, but people had 
considered the fact that nicotine, other than the 
other compounds that are in cigarettes, would 
metabolize into a compound that could be a 
carcinogen. In fact, some nicotine metabolites at 
high concentrations have been shown to be 
carcinogens. 

Q. And that was known as of 1981 when — 

A. Yes. 

Q. — this was done? 

A. And they obviously knew that too. And they say, 
in quotes I guess, "'Only at highest concentrations 
is there a statistically significant difference.'" 

So this was a study using an Ames test, which is a 
standard, rather cheap test for carcinogenicity, but 
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it's outside my area for nicotine pharmacology 
really. 

Q. Please turn or to the page titled "Structured 
Creativity Group." What is this document, memo, 
letter or paper? 

A. Well again without seeing the document, and I'll 
have to use the notes that I put down to refresh me 
about what was in the document, but it says it's 
"Mostly observations on marketing - what a cigarette 
is and does." There's "some on compensation." 

Do you want me to continue? I mean I can only 
read what I have down here without seeing the 
document. 

Q. Read the last two lines for me. 

A. Okay. "Comments on 'elasticity,'" in quotes, 

"of tar delivery via smoke versus machine." 

Q. With regard to this document, were there two of 
them? The reason I ask you is that your log 
describes two of them with the same Bates number but 
slightly different titles and authors. 

A. No, I'm guessing there is only one. And I don't 
know — 

I may have gotten another group in another 
batch, but I'm sure that's the same document. I 
probably have that document twice in my files. 
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Q. If you'd turn over two pages, the "Letter to 
John Kirwan." Do you see that? 

A. Yes. 

Q. This is apparently a letter dated September 
1963? 

A. Yes. 

Q. About little more than halfway down there's a 
quote. "'We can achieve any level of nicotine 
desired,'" close quote, and then it says "Neil 
question mark." What did you mean by that? 

A. I don't know without looking at the document. I 
can't see why I would have written that down, but it 
must mean something. If I had the document in front 
o f me — 

Q. And then at the bottom it says, "Impression that 
Griffith realized contribution of nicotine and 
sugar..." Is that your impression or is that an 
impression expressed by the document? 

A. From the way that's written, I — it looks like 
that's my impression that I — 

Because this is a document written by Griffith 
that I'm — my impression is that he realized the 
contribution. 

Q. What contribution of nicotine to sugar are you 
thinking of there? 
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A. Well that he realized that they were — they 
contributed to the cigarette-smoking satisfaction 
which he talks about in here. But as I say here, he 
"had more insight than others of the complex nature 
of cigarettes to smoking behavior" from some of the 
other quotes that he says in here, such as nicotine 
and sugar are not the only things which are 
important. So that's why I'm — I wrote that 
statement about his impressions. 

Q. Have you turn over to the next page, November 
24th, 1977, "Note on Smoker Motivation & 

Dependence." Do you see that? 

A. Right. 

Q. Is this a study? 

A. Without seeing the document I can't tell, but 
from the note it doesn't look like it is. I think I 
would have said something about the fact that there 
was data or a method section or something like that, 
and because it's called a note. But without seeing 
the document, it would be hard to tell. 

Q. You've starred several items here. Have you 
starred these on this page for the same reasons you 
starred others; that is, you agree with the 
statement? 

A. No, I don't know that that's why I starred all 
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the comments. That — those were comments that I 
wanted to quickly be able to come back to and go back 
to the document when and if I saw other people 
referring to those. They were either sometimes 
documents — things that I didn't agree with or 
things that I did agree with. 

Q. That first one, "...addictive behavior beyond 
cognitive control," do you agree or disagree with 
that? 

A. I would disagree with the beyond cognitive 
control, I think. Addictive behavior depends upon — 
depending upon how you define behaviors. I wouldn't 
necessarily disagree with that if you make a — if 
you allow a very loose definition of addiction 
applying to behaviors. And I don't know how they 
meant it there. 

Q. Do you agree that it's a behavior associated 
with pharmacological dependency, cigarette smoking? 

A. Yes, if — if that would be any degree of 
pharmacological dependency, I would say that I would 
agree with that. Associated with. 

Q. The next document I'd like you to turn to is the 
Southampton nicotine conference. 

A. Okay. 

Q. You have that, sir? 
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1 A. Yes. 

2 Q. What was the Southampton nicotine conference, if 

3 you know? 

4 A. Without seeing the document I don't know, but 

5 I'm guessing it's one of these in the series of 

6 conferences that they had that actually came to me in 

7 this stack of conferences held different places that 

8 were discussing rather than showing research, but 


9 

were 

discussing results or plans. 


10 

Q. 

Were these internal B.A.T. Company conferences. 

11 

or were distinguished scientists from around the 

12 

globe invited, or do you know? 


13 

A. 

I don't know. 


14 

Q. 

We have some coding, if you will, — 


15 

A. 

Right. 


16 

Q. 

— done by you in the margins. 


17 

A. 

Right. 


18 

Q. 

Near the top there's a plus sign — 


19 

A. 

Right. 


20 

Q. 

— referring to "inadequacies of an addiction 

21 

explanation. " 


22 

A. 

Yes . 


23 

Q. 

What does that refer to, do you know? 


24 

A. 

I would agree with that statement that on 

page 

25 

606 

of this document that quote appeared. And 

again 
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I used these notes to refresh my memory on the 
documents, not to try to say exactly where that came 
from. But if I went back and had the document, that 
quote appears in there somewhere. And I think 
they're offering a quotation there that I agree with. 
Q. Then there are two minuses. Do you use these 
here in the same manner that you used them 
previously? 

A. Yes. I would not agree with these, and I think 
they're something that's negative about what they're 
saying. 

Q. "Cigarettes can be considered a nicotine delivery 
device." 

A. Right. 

Q. And "The smoking act can be considered as a 
means of nicotine doing...." 

A. "Dosing." 

Q. "Dosing?" 

A. Right. 

Q. Again my copy is difficult to read. 

A. "Dosing." 

Q. Is the margin note "Who wrote and why?" yours? 

A. Yes. 

Q. Did you ever get an answer? 

A. No. I don't think I asked the question. I 
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wasn't all that concerned about who the authors 
were. I didn't know who they were even if I was 
told. But it may be in the — 

Well it wouldn't be in this conference because 
these were by different people, so I doubt if I could 
tell from the document. 

Q. In your experiences, do conferences or 
conference-type meetings generally result in the 
publication of some of the papers presented? 

MR. NIMS: Objection. 

A. That would depend upon the conference. I really 
don't know. In many cases they do. In many cases 
even public conferences attended by a lot of 
scientists don't ever result in a publication. And I 
don't know what kind of conferences these were. 

Q. Are you still on the same page? 

A. No, I flipped to the next page. 

Q. All right. 

A. But I'll — 

Q. That's okay. Go ahead. 

The next one is "Effects of Nicotine on CNS." 

A. Well it's on that page. 

Q. Right. And the next one is "TRC Labs?" 

A. Yes. 

Q. What is your next page? 
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A. My next page is "Smoking & Health Research in 
USA," is what that says. And that was, as I have 
indicated, something that was in the Hurt expert 
report. 

Q. Right. 

A. I put a little "(Hurt)" underneath it. That's 
where it came from. And there should be a "Hurt" in 
the margin of the outline, too. 

Q. Okay. Take a look at the log, and the document 
number we're talking about now appears there. You 
see it? 

A. Yes. 

Q. I represent to you that the one above it is not 
in the stack that is Exhibit 655. Or is that the one 
just before? 

A. It's the one just the page before. 

Q. Sorry. Missed it. Okay. Now we're back on 
track. 

No. 

A. No? 

Q. Which one is Bates numbered ending in 995? 

A. This one, the Hurt — 

Oh, no, it isn't. 

Q. The next one is the Hurt. 

A. Oh, okay. 
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Q. So there's one missing. 

A. Harrogate. Yes, in the — 

And the authors are different and the dates are 
different, so those two that I talked about are not 
the same. 

(Post-it handed to witness for 
attachment to his copy of Exhibit 655 
to cue follow-up clarification.) 

A. Okay. 

Q. Self-administration of Post-its. 

A. This is the opposite case where we have one 
here. Probably that document is in here somewhere in 
my notes, but it's just not in the right order. 

Q. All right. Flip over, if you would, to the next 
one, "Smoking & Health...." 

A. Yes. 

Q. "Smoking & Health Risk in USA." 

A. Yes. 

Q. Undated document, author unknown. 

A. Yes. 

Q. There's a statement at page 191, quote, 

"'Tobacco manufacturers have greater competence,'" 
and then I can't read what the parentheses says. 

A. "...(than CRT or AMA) 

Q. Do you know what CRT refers to? 
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A. Council for — CRT. I might have mixed that 
up. I might have meant CTR. I don't know what CRT 
would be. 

Q. Anyway, "Tobacco manufacturers have greater 
competence... on constituents of cigarette smoke, how 
to modify, how to treat tobacco in field or factory." 
A. Yes. 

Q. Do you have any disagreement with that 
statement? 

A. That's a direct quote. 

MR. NIMS: Objection. 

A. Well I'm not familiar with, on — on these 
particular areas, how to modify or treat tobacco in 
the field or the factory. What is knowledge in the 
outside world outside the tobacco industry, that's 
not something I'd be an expert on. I would be 
surprised if the tobacco companies didn't know a lot 
about that. 

Q. Flip over two more pages for me. Are you at 
"Memo to Fred?" 

A. Yes. 

Q. Okay. September the 4th, 1975. You write — 
and I guess this is a quote from the document, 
"decision at Duck Key to keep NMFI under wraps." Do 
you see that? 
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A. Yes. 

Q. Do you know what that refers to? 

A. Without seeing the documents, I wouldn't know. 
That NMFI is what we talked about before — 

Q. Uh-huh. 

A. — with the skin patch. 

A. And I'm guessing that's something that was right 
in that document — that memo, rather, to Fred, 
whoever that is, and that was in the Hurt group from 
his expert report. 

Q. Turn over two more for me. Are you at "Filters 
for Nitrosamines?" 

A. Yes. 

Q. Is this a research paper? 

A. Without seeing the document, I really can't 
tell. It doesn't look like it is. 

Q. And there's a note there. Can you read it? 

A. "Marginella by Hurt." The Hurt documents I got 
with the expert report of Hurt had a lot of notes in 
the margin, so this is something that he probably 
wrote, quote, "Why remove nitrosamines, question 
mark." And I'm guessing that that was something that 
Hurt put on the marginalia. 

And then I have a statement, "Is he asking a 
rhetorical question or does he really not know?" I 
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guess he put down in the margins "Why remove 
nitrosamines?" as if he wouldn't know why you would 
do that. 

Q. As of 1984, why would one remove nitrosamines? 
MR. NIMS: Objection. 

A. Well this — this implies what Hurt wrote in 
1997, that he put down why would one remove 
nitrosamines. I don't know — in 1984 maybe he's 
saying they didn't know why, I don't know. 

Q. Well at any time why would one remove 
nitrosamines? 

MR. NIMS: Objection. 

A. Well now, in my opinion, nitrosamines are, in 
pure form in certain concentrations, going to be 
shown to be carcinogenic on mouse skin patch or other 
areas, and so I would think if it could be removed, 
that would be something that would want to be done. 
And obviously the tobacco company was trying to do 
that. 

Q. Can you go to the page titled "Report No. 1, 
Hippo II" at the top. 

A. Is that further on? 

Q. Yes. 

A. Yes. 

Q. At the bottom of that page it says "(over)." My 
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copy doesn't have anything on the back. What does 
yours have on the back? 

A. Nothing, but that's because this is the xerox — 
Q. Oh. 

A. — of — because there were two on the page, so 
I'm guessing I would have to find that first one, 
which let me do now. 

Q. It's two later. 

A. Okay. Okay. What it looks to me like was on 
the back of this one was a whole 'nother document. I 
probably picked up a piece of paper and didn't 
realize it was on there and I've scratched it all 
out. It's a document we already talked about, 
"Tentative Hypothesis of Nicotine Addiction," but I 
already have that in here, so — 

This is what it looks like if (displaying page 
to Mr. Silberfeld) — 

This is the thing about the wierd hypothesis 
that smoking blah blah blah. 

Q. Uh-huh. 

A. Exactly the same as the other. 

Q. Okay. Would you turn to the page titled "Final 
Report Hippo I." 

A. Yes. 

Q. In the same spot? 
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A. Yes. 

Q. And this document is the final report of Project 
HIPPO I; right? 

A. Yes. 

Q. Done by Battelle? 

A. That's what it looks like. 

Q. Is there anything here in this report done in 
1962 that is new or significant to the scientific 
community? 

A. Well I have written down that there's — these 
effects were already known by others. This had to do 
with, as we've already talked about, nicotine's 
effect on ACTH, to try to explain the stress 
reduction, inhibition of body weight by nicotine, and 
an anti-diuretic effect, which is a rather weak 
effect that nicotine has. So I say there's "No 
breakthrough here." But at the bottom in an article 
by Slade, which is an article that he wrote, he says, 
and I quote, "preceded published accounts by 20 
years," and he's referring to the fact that nicotine 
can lead to a decrease in body weight. 

Q. Your response to that is — 

A. Undiplomatic. I say, "Bull!! See references 
from Larson et al," which I looked up and found that 
it had been well known that nicotine caused weight 
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reduction. Very early on people had been talking 
about the ability of nicotine to produce decreases in 
animal weights, so — 

Q. Could you read the note in the center of the 
page, because mine didn't come out at all. 

A. Right there? 

Q. "These effects...." 

A. "These effects already known by others. No 

breakthrough here." 

Q. Ah. 

A. This got smudged as it went through the xerox 
machine because it's pencil, unfortunately, which — 
Since this has been xeroxed now two times from 
the originals, it's getting worse. 

Q. And — 

A. But that's what it says. 

Q. And the Slade referred to here, is that the same 
Slade that wrote with Orleans the textbook? 

A. I think so. 

Q. Okay. 

A. This is a recent quote from him. 

Q. Yeah. If you'd turn to the next page, this is 

the final report — or a Report No. 1 on HIPPO II; 
right? 

A. Yes. 
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Q. And — yes, go ahead. Do you want to say 
something? 

A. Only now that I see early on in the morning I 
had mixed up HIPPO I and HIPPO II. I — 

We talked a little bit about — 

Q. Right. 

A. — what was in HIPPO I and HIPPO II, and from 
here I can see this is the reserpine study, and the 
decrease in weight was the HIPPO I. 

Q. Okay. 

A. So not that it matters much, but — 

Q. The report about reserpine in June of 1962 was 
not known at the time; is that correct? 

A. No, that's not what I mean by this. 

Q. Oh. What do you mean by what you wrote? 

A. Okay. This study was conducted to try to see if 
nicotines — 

Well smokers report that they smoke sometimes to 
relieve tension, to sooth them, to calm them down in 
certain situations, and so they were hypothesizing 
that nicotine had a tranquilizing effect. Well there 
was a known tranquilizer at the time that was used in 
the 1950s and '60s, reserpine. At that time it was 
not known how reserpine worked, and so they were 
trying to compare whether nicotine worked like 
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reserpine or not. And my note says simply "Not known 
at that time how reserpine worked." In light of what 
we know now about reserpine, you really would never 
do this experiment. They say that "both release 
norepinephrine and serotonin from 'stores,and 
that's not true for reserpine. 

But I'm just saying in 1962, they didn't know 
how it worked, so maybe it was a logical kind of 
thing to do. 

Q. At the bottom of this same page. Dr. Rowell, — 
A. Yes. 

Q. — the middle section is X'd out because that's 
not to be considered at this point, maybe some other 
point, — 

A. Right. 

Q. — and then what's the very bottom of the page 
refer to? 

A. It looks to me like that's a third document that 
when this was xeroxed, perhaps the person did it 
quickly and thought that that whole bottom was that 
final report, HIPPO II, or forgot to put the X 
there. I mean — 

Q. This is a document that doesn't bear a Bates 
number? 

A. It doesn't look like it has a Bates number. 
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Q. Take a look at the next page and see if it's 
exactly the same thing. 

A. It may be. The date is the same. This I know 
would have come from the first stack of documents I 
got. The next page was in the Hurt group. 

Q. Uh-huh. 

A. But it's probably the same — 

Well it does look like it's the same because I 
have the same quotes on there. 

Q. In the margin there's a star, the word "proud" 
with an exclamation point, and "public benefit" with 
an exclamation. 

A. I think those were from the document, those 
words. 

Q. Oh, those are quotes? 

A. I don't have them in quotes, but — 

Again, if I had the document, I could answer 
that question. Without having it — 

But my guess is that "proud" would have been a 
word that they used, and — and same thing with 
"public benefit." 

Q. All right. The next page contains a single 
document; right? 

A. Yes, that's what it looks like. 

Q. And it's found in the log at the top of page 
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two; right? 

A. Yes. 

Q. So a couple of documents you probably have out 
of order there on the bottom of page one? 

A. That looks like it, yeah. In fact it looks like 
the next-to-the-last and third one up from the 
bottom, I don't know why those have different Bates 
numbers, but they look like they ought to be the 
same. One's — 

Q. Well — 

A. One was in the Hurt group. I don't know. I'll 
have to track those down. 

Q. That's these. This and this (documents 
displayed to the witness). 

A. Okay. But I'm wondering why the Bates numbers 
are different, unless they — 

It doesn't appear to be that they would have 
been unreadable because 59 doesn't look like 62, but 
I'll check on that. 

Q. Turn to a page entitled "Smoking, Nicotine & 
Addiction." Can you find that? 

A. Yes. 

Q. A 1987 study or report. 

A. It looks like that's right, yes. 

Q. And you say, "Appears to be quite reasonable and 
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1 unbiased." 

2 A. That's what I have. 

3 Q. "Info to counteract 'addiction model,'" Part 2? 

4 A. Yes. 

5 Q. Do you know if it was published? 

6 A. No, I don't. I don't even know who — I don't 

7 know who wrote it. It would be hard for me to look 

8 up and figure out whether it was published. 

9 Q. Do you remember anything about it? Apparently 


10 

the 

author is Boyse, B-o-y-s-e. 


11 

A. 

Okay. I don't know why that's 

not on mine. 

12 

Q. 

Well remember, this was taken 

from the original 

13 

document. 


14 

A. 

Yes. 


15 


Without having the document, I 

don't remember 

16 

much about it. I have that it was 

"Interesting! 

17 

Re- 

read," which I haven't done. 


18 

Q. 

If you would turn over to the 

page that that has 

19 

"Chelwood" at the top. Do you see 

it? 

20 

A. 

Yes. 


21 

Q. 

Here on this page the operative note is the one 

22 

that's "Duck Key, Florida?" 


23 

A. 

Yes. 


24 

Q. 

"January 1974?" 


25 

A. 

Yes . 
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Q. And there's two pluses in the margin there? 

A. Yes. 

Q. Why are they there? 

A. Because I think this supports the fact that they 
were making available information to the TRI. 

Q. What's the TRI? 

A. Tobacco Research Institute. That's — that's 
the overall organization which, as I remember, all 
original research was supposed to be reporting to so 
they could share information so that they wouldn't be 
keeping information within one company. 

I guess this is a B.A.T. document. That's my 
conception of what the TRI was. And then on number 
27 I have another one that says "Encourage 
publishing." I don't know whether that was a quote 
right out of there that they — I don't have quotes 
around it, but apparently it looked to me like they 
were — whatever this information was, or maybe in 
general, they were going to encourage publishing. 

So — 

Q. Is your next page a copy of this page? 

A. Yes. 

Q. And does it refer to a particular Bates numbered 
item? 

A. Is it wrong again here? 
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1 Looks like again on my outline there's one 

2 missing. 

3 Q. Okay. 

4 A. But it could be in the outline somewhere else. 

5 I mean, really, the outline was for my benefit, and I 

6 didn't ever expect it to be used as any kind of a — 

7 what I read or — 

8 Well I did put down what I'd read on this for 

9 use in part of my expert report. Part of my expert 

10 report included this, but part of its utility was to 

11 be able to help me go back and find it. So this St. 

12 Adele document is not in the outline document. 

13 Q. Turn, if you would, to the "Research 

14 Conference - 1962 Southampton." 


15 

A. 

Further on? 


16 

Q. 

Yes, uh-huh. 


17 

A. 

Yes, I got it. 


18 

Q. 

There's a notation near 

the middle of the page 

19 

that 

says, "U.K., unlike U.S. 

, , should take positive 


20 approach. Admit connection and try to improve 

21 product." Do you see that? 

22 A. Yes. 

23 Q. Do you know what that refers to? 

24 A. That's from the document. I mean that's just 

25 what it said. 
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Q. The connection between what and what? 

A. Well without having the document, I don't know. 
Q. Smoking and cancer? 

A. Let me look at this. 

Well that's what it's about. Up here it's 
talking about "Examples of research on cancer in 
mice, et cetera. Little on nicotine. Considerations 
of how to make a safer cigarette." And then I have 
that part there. And although it's not in quotes, 
that's probably — 

Again, if I had the original document I could 
see what that's referring to, but — 

Q. Could you turn to the page that says "R&D 
Thoughts." 

A. Okay. 

Q. Is the one before it a letter from Sir Charles 
Ellis, or is it "Nicotine Review?" 

A. In mine it's "Nicotine Review." 

Q. Okay. Apparently there's a document listed on 
the log after "Nicotine Review" and before "R&D 
Thoughts," says there's a letter from Sir Charles 
Ellis. 

A. Okay. That's got a funny or odd Bates number, 
it looks like to me, so I don't know where that was 
filed in here by the person who put these in order. 
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Maybe I could find it. 

I have not had time to cross-reference the order 
of the documents — of my notes, rather, from the 
outline, and that would be a valuable thing to do so 
I could identify these. But — 

Q. Uh-huh. 

A. — that's a lot of work, and I just haven't gone 
through one by one to try to find. There's some out 
of order. 

Q. If you could turn to the page titled "The 
Release During Smoking of Nicotine," and so on. 

A. Going on a ways here; right? 

Q. Yes, sir. 

A. Here it is. Yes. 

Q. Summarize this document for me, if you could. 

A. Well I can't do that well very without the 
document, but I can tell you what I have on my notes, 
which would refresh my memory what it was about. 

This looks like a document that was trying to 
try, and as I remember now, different salts of 
nicotine, malate, citrate, they tried some others, to 
see if that would change the efficiency or ease of 
transfer from the tobacco to the smoke, and they have 
a table here that I've indicated on page four which I 
say indicates the transfer is dependent on the salt. 
STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

435 

So that that — 

And I also have a note above that that they 
referenced another B.A.T. research and development 
document which reported that the release of nicotine 
in smoke is not dependent on the type of salt. So — 
Q. This would be new in relation to the prior 
report. 

A. In relation to the prior report. 

Q. Okay. Is the statement in the middle of the — 
Had you finished, or did you want to add 
something? 

A. Go — 

No, I'm finished. 

Q. All right. Is the statement in the middle of 
the report, "Finally, a report written up with data 
supporting the conclusions and methodology 
explained!" your comment — 

A. Yes. 

Q. — on this paper? 

So you regard this as a good paper. 

A. Not necessarily. I — I ran across so many 
papers that did not have any supporting conclusions 
or methodology that when I finally ran across one 
that did, I made note of that. Of the hundreds of 
documents I saw, there were few of them which were 
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written up as research reports, so I simply say this 
has got it. 

Without seeing the document, I can't tell 
whether it was good or not, good report or not. 

Q. When were efforts first made by the tobacco 
industry to develop a low-tar cigarette? 

MR. NIMS: Objection. 

A. I would have to see all the documents, I guess, 
to be able to answer that question. I just really 
don't know. 

Q. Well from what's known to you. 

A. From the documents I've seen, which are only 
ones pertaining to nicotine — 

I better not hazard a guess on the dates without 
going back and looking at it. 

Q. How about a decade. Give me a decade. 

MR. NIMS: Objection. 

A. A low-tar cigarette? I'm guessing the '60s, in 
there somewhere. They were responding to the Surgeon 
General's reports and thinking about lowering the 
tar. 

MR. GALE: Could we go off the record for 
just a second? 

MR. SILBERFELD: Oh, sure. 

(Discussion off the stenographic record.). 
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(Recess taken.) 

BY MR. SILBERFELD: 

Q. Dr. Rowell, for today anyway, the last document 
I want to ask you about in this stack of notes is the 
one that I think has the title "Association of 
Smoking & Disease." It looks like this (displaying 
document to witness). 

A. Right. Okay. I mean I got it on — it's X'd 
out, but it doesn't matter. It's the same. 

Q. Right. This is a paper, report, document, by S. 
J. Green? 

A. That's what it says. 

Q. In 1972. 

A. Right. 

Q. And a quote from page 891 of the document, or at 
least a summary of what it says there, is "Smoking is 
reinforced or dependent upon the psycho- 
pharmacological effects mainly of nicotine." Have I 
read that — 

A. That's what it says, yes. 

Q. Have I read that correctly? 

A. Yes. 

Q. And then below that is written the word "yes." 

Is that your agreement with that statement? 

A. That's what I have down here, that I would agree 
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1 with that. And I have it underlined on the 

2 "reinforced" part and pointing to that rather than 

3 to the rest — any part of the — other part of the 

4 sentence. I don't know whether that came out on 

5 yours. 

6 Q. Nothing comes out on mine. 

7 A. Okay. 

8 Q. So the "yes" — 

9 A. It's probably on the good one. But my — my 


10 

guess 

is that nicotine — let's see, smoking 

is 

11 

reinforced by the nicotine, and my "yes" is that I 

12 

would 

agree with that statement. 


13 

Q. 

All right. Last thing we're going to do 

for 

14 

today 

is go over your notes — 


15 

A. 

Okay. 


16 

Q. 

— which you were kind enough to hand me 

today 

17 


(Plaintiffs' Exhibit 657 was marked 


18 


for identification.) 


19 


(Discussion off the record.) 


20 

A. 

I'm just saying it's — it's part of the 

notes 

21 

that 

I keep as part of — 


22 


I mean I have the same one. 


23 

Q. 

But it's a different sort of a document 

in the 

24 

sense 

that it's not a review of company documents. 

25 

A. 

That's right. 
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Q. I know it came in the same binder. 

Okay. This is your notes of your review of Dr. 
Hurt's expert report — 

A. Right. 

Q. — done on June 2 of this year. 

A. That was the expert report was — 

His was on June 2, right. 

Q. That was the date of the report or the date you 
did the — 

A. That was the date of the expert report. 

Q. Okay. When did you create these notes? 

A. These notes were created just on Sunday, which 
is why nobody had them until I came here, which was 
August 24th. 

Q. Why did you prepare these? 

A. Because I had re — 

I had read his expert report once when I first 
got it, and then spent time going through all these 
other documents, and it was kind of in the past, and 
I knew he was involved in the Minnesota deposition 
and I wanted to reread the report. And as I had done 
with the company documents, I just made a page out on 
my impressions of that document as if it was — I 
just treated it the same way as a tobacco document. 

So I have not had anything written down on it before 
STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

440 

this . 

It refreshes my memory what was in there. 

Q. Had you read his deposition? 

A. No. 

Q. Under "Background & experience" you indicate 
that "He was a former heavy smoker who can 
'personally attest to the addictive nature of 
nicotine.'" Why was that significant to you, if at 
all? 

A. It's just of interest to me. I wrote down that 
he starts out with his background and experience, and 
in that section the only thing that caught my eye was 
he has many frequent statements about nicotine 
addiction and he can attest personally to the 
addictive nature of nicotine, he says. 

Q. Is that significant to you in terms of the 
reliability or accuracy of his opinions? 

A. Well I think it gives him a somewhat biased 
opinion about smoking; he's using himself as kind of 
an experimental subject. To me that would maybe 
influence how he views less-biased, 
more-scientifically-controlled studies. I don't 
think that would be a — a scientific kind of data 
that you would put in there, that he can personally 
attest to something, so in that respect — 
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But otherwise, I mean I'm sure he believes what 
he says. 

Q. At page seven you quote his report as saying, 

"No other delivery system other than inhalation will 
produce these high levels of nicotine in the CNS." 

A. That's what he says. 

Q. And your question below it is "How about i.v.?" 
A. Right. 

Q. Are there studies which demonstrate that; that 

is, that IV can produce the same high levels of 
nicotine in the CNS as inhalation? 

A. It's obvious. I don't know that anybody studied 

it, but certainly you could — you could kill 
somebody with an IV injection of nicotine and get 
levels — whatever you wanted. So that's not a true 
statement, that no other delivery system will produce 
high levels of nicotine in the CNS. 

In fact I made a mistake in my lab one time with 
a bunch of animals and set the pump wrong and they 
all died. So I mean you can get what you want to 
with IV administration. It's just something that's 
not correct. The reason I put that down is because 
intravenous administration has been used to, as we 
talked about a little earlier, mimic the levels of 
nicotine in the CNS, and you could go as high as you 
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wanted. 

Q. Is the context of that statement on page seven 
referring to commercially available products or 
experiments about the administration of nicotine? 

A. I don't know what he means. I just wrote that 
quote down, "No other delivery system other than 
inhalation...," and — 

Q. Okay. Further at page seven you write "mention 
of 'up regulation' but with no discussion of 
implications." 

A. Right. 

Q. What did you mean by that? 

A. He mentions that the chronic administration of 
nicotine in smokers has been shown to cause an 
upregulation of the receptors, but that's all he 
does, he just mentions it. And I have and many 
others have some question about the implications of 
that, what that really means for nicotine's effects, 
and he doesn't discuss it. But I think it may be 
important if anybody's going to bring that up that 
they be conscious of whether that has any 
implications or not, and he doesn't — he doesn't 
discuss it. So I don't know whether he has thought 
of or knows about the consequences of upregulation. 

Q. What are the implications you have in mind when 
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you write this? 

A. The upregulation effect with most drugs when you 
see an upregulation is produced by receptor blockade; 
therefore, the receptors upregulate because they 
really are not being stimulated enough. When 
nicotine was first found to upregulate receptors, 
this was thought to be a rather unusual finding for a 
drug that actually simulated receptors, in which case 
you would predict to see downregulation. The 
hypothesis that we talked about yesterday is that the 
desensitization effect of nicotine to turn off those 
receptors or the deactivation effect that we talked 
about that leads to a functional blockade of the 
receptors, so the receptors aren't working any more 
and therefore they upregulate. So the implications 
of an upregulation may in fact be that nicotine is 
working in the body more as a blocking agent on 
receptors than it is as a stimulating agent on 
receptors. And we talked about yesterday it's very 
confusing to a number of people why you don't see 
large desensitization of receptors in smokers and 
therefore they would not get a stimulating effect 
with nicotine. Nicotine may have an effect, it may 
not be having the effect that we'd expect from a 
stimulating drug; it may actually be an effect you'd 
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see from a blocking compound. Which still could be 
significant, but it's just different. 

So in a long-winded explanation, that's why an 
upregulation doesn't necessarily mean that those 
receptors are functionally more able to be excited by 
nicotine. In fact it may mean they are less able to 
be excited by nicotine because they're desensitized 
and that's why they're upregulated. So — 

Q. Are those all the implications that you had in 
mind? 

A. That's all I had in mind. 

Q. Okay. Next at page eight you note that Dr. Hurt 
says "dependence is synonymous with addiction." 

A. That's right. 

Q. It is true, is it not, that the vast majority of 
scientists interested in this issue in fact use 
"dependence" and "addiction" synonymously? 

MR. NIMS: Objection. 

A. In their — 

In the writings and in the, as I say. Surgeon 
General's report and some other reports, that's 
true. I don't know what the individual scientists 
would say if you get in conversations with them, but 
that's not surprising that he says those are 
synonymous. And that's fine with me. If he — if he 
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says it, that's what he says. 

Q. Page 11 has a star. 

A. Uh-huh. 

Q. Is that a good star or a bad star? 

A. I don't know. 

MR. NIMS: Objection. 

A. Let me see. Well to me that's an important 
star. I don't know that it's good or bad. 

Q. Why is it important? 

A. It's because he makes the statement, which is 
the focus of what I was looking at the documents for 
too, he says "the industry documents which I have 
reviewed demonstrate a greater knowledge by the 
tobacco companies about nicotine than was available 
in the public literature," and that's a direct 
quote. I say here he gives "no examples" of that. 

But I would be interested in which industry documents 
he has reviewed which demonstrate a greater knowledge 
about nicotine, and so I have that starred because 
if — if he ran across a document that I haven't seen 
or — because many of them I haven't seen, that 
certainly would be something that I'd be interested 
in . 

Q. You have an open mind about what those other 
documents may show. You might be convinced he's 
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1 right. 

2 A. I might be convinced he's right, that's right. 

3 Q. And at this point, let me pause and turn to the 

4 second page of Exhibit 657. 


5 

A. 

Okay. 

6 

Q. 

That is a list of documents cited by Dr. Hurt 

7 

his 

expert report. 

8 

A. 

Yes. 

9 

Q. 

Pretty much by topic; — 

10 

A. 

Yes. 

11 

Q. 

— right? 

12 

A. 

He — he started out those paragraphs — 


13 I don't have his expert report with me, but 

14 those are the topics, and he actually noted in his 

15 expert report the Bates numbers of documents that he 

16 had looked at and taken in most of the cases quotes 

17 from, and I made a listing of those documents to see 

18 if I had had the document and had missed something 

19 important, perhaps, that I wanted to go back and look 

20 at, or didn't have the document at all. And as you 

21 see, I probably only have a third of the ones that he 

22 identified by Bates number. 

23 Q. And that's the designation "33 refs," meaning he 

24 had 33, "I have 10" meaning you. Dr. Rowell, have 10 

25 of those. 
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A. Have 10 in my possession. And the ones that I 
have have the check marks by them, the ones that I 
don't have have an X by them. 

Q. At page 12, going back to the first page — 

A. Okay. 

Q. — the quote is "more than half of heroin and 
cocaine addicts and alcoholics rate smoking as harder 
to give up." 

A. Right. 

Q. And your question in the margin is, "Again this 
statement with no reference." 

You have an open mind about that one, as to 
whether that's a true statement or not? 

A. Well I have seen that many times. We talked 
about this morning people make that statement. I 
have not seen the study where that was done. As you 
know, from surveys, you can kind of ask the question 
the way you want to get the answer, and without 
seeing where that came from and how it was conducted, 
I — I just run into that statement so many times and 
here it is again, that's all. There's not much more 
to it than that. I don't doubt that he believes 
that. 

Q. Well is there general acceptance within the 
medical or scientific community on this subject, that 
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this is a true statement, or not? 

MR. NIMS: Objection. 

A. I don't know whether there's general acceptance 
of that statement. I know — 

Well I mean there are many people that would 
disagree with that statement that I have had 
conversations with when statements are made about 
nicotine being as addicting as heroin, cocaine, 
amphetamine. Now whether it's harder to give up for 
smoking, which is comparing a behavior to a drug, 
it's hard for me to know. 

Q. All right. At page 13 you quote him as saying 
"public statements creating doubt about causal links 
between smoking and disease are a substantial 
contributing factor in continued smoking." 

A. "Smoking." 

Q. Unfortunately, my copy of your notes cut off the 
last line. Would you read that into the record? 

A. Okay. I have a comment on that for my own 
notes. I was surprised. "Are there really any 
people who doubt the health risks," with a question 
mark. Because he's saying it's a substantial 
contribution, as if people actually doubted that 
there was a causal link between smoking and disease, 
as he said, and I doubt that that's a true statement. 
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Q. You doubt that public statements of the tobacco 
industry have created doubt about the causal link? 

A. No, I doubt that that's a substantial 
contribution for continuing to smoke, that there are 
doubts. 

Q. The next quote on the back of the first page of 
Exhibit 657 — 

A. Uh-huh. 

Q. — comes from page 21, quote, "by increasing the 
amount of free nicotine, the tobacco companies can 
keep nicotine levels in the optimum range for 
addiction while maintaining or even lowering the 
total amount of nicotine in cigarettes, paren, as 
measured by FTC method, close paren," end quote. 

A. Yes. 

Q. Have I read that correctly? 

A. Yes. 

Q. And your comment about that is, "I don't agree. 

I thought FTC doesn't measure nicotine in cigarettes, 
but in smoke. pH" — 

A. "pH change would pick this up." That's what 
that means. 

Q. Any further thoughts about that particular 
disagreement with Dr. Hurt other than what's stated 
there? 
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A. No, if you understand what I'm disagreeing with, 
that you could change the pH effect and actually 
lower the total amount of nicotine in cigarettes, 
that a FTC method wouldn't pick it up. See, I don't 
think the FT — I don't think the FTC method measures 
the nicotine in the cigarette, but — I'm not an 
expert on the FTC though, but I thought it measured 
the nicotine in the smoke of the cigarette; it was 
trapped and then you measured the nicotine. And if 
you changed the pH, that would be reflected in FTC 
numbers. So that that would not be a true statement, 
in my opinion, if I understand it correctly. 

Q. At page 19, again I think you either quote or 
summarize from his report, but I can't read it. 

Would you mind reading it into the record. 

A. Okay. "Optimum nicotine is a substantial cause 
of people continuing to smoke and therefore results 
in an increased risk associated with smoking," is 
that what means. 

Q. Do you disagree with that statement? 

A. Well I hadn't — I — 

What I have here is "Why??" And I think I don't 
understand why the — the amount of nicotine in the 
smoke would produce an increased risk associated with 
the smoking. 

STIREWALT & ASSOCIATES 

P.O. BOX 18188, MINNEAPOLIS, MN 55418 1-800-553-1953 


http://legacy.library.ucsfaBil)ir/ttiEl/MtfD05^OQ^dfidustrydocuments. ucsf.edu/docs/gkhd0001 



1 

2 

3 

4 

5 

6 

7 

8 
9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 
21 
22 

23 

24 

25 


CONFIDENTIAL 

451 

Q. Is that what you think he says there? 

A. Because I read the words simply to say it's a 
substantial cause of people continuing to smoke; in 
other words, duration of total smoking, days, months 
or years, is how I interpret that. 

Q. If that were the interpretation you would give 
to it, would you agree to the statement? 

A. Yes. If he means that, as you said, continuing 
to smoke, that — 

As I say, I hadn't thought about it. That makes 
sense. 

Q. And lastly, there's a note about page seven I 
think. 

A. Right. 

Q. And again I have difficulty reading it. Please 
read the quote. 

A. The quote is "nicotine is chemically similar to 
as acetylcholine." He may have used TCH, but it's 
acetylcholine. 

Q. Do you agree or disagree with that statement? 

A. I don't know what he means by "similar," whether 

he means chemically as far as the structures, which 
is what I would read that as his statement, or 
pharmacologically, or how it crosses the membranes 
and things like that. So I don't know what he means. 
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1 I would disagree if he means some 

2 would agree if he meant other things, 

3 know. 

4 MR. SILBERFELD: That's all 

5 today. Thank you for your time. 

6 THE WITNESS: Okay. 

7 (Deposition recessed at 2:57 
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1 CERTIFICATE 

2 I, Richard G. Stirewalt, hereby certify 

3 that I am qualified as a verbatim shorthand reporter; 

4 that I took in stenographic shorthand the testimony 

5 of PETER R. ROWELL at the time and place aforesaid; 

6 and that the foregoing transcript consisting of pages 

7 256 through 452 is a true and correct, full and 

8 complete transcription of said shorthand notes, to 

9 the best of my ability. 

10 Dated at Minneapolis, Minnesota, this 27th 

11 day of August, 1997. 

12 

13 

14 

15 RICHARD G. STIREWALT 

16 Registered Professional Reporter 

17 Notary Public 
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21 
22 

23 

24 

25 
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1 CERTIFICATE 

2 I, PETER R. ROWELL, the deponent, hereby 

3 certify that I have read the foregoing transcript 

4 consisting of pages 256 through 452, and that said 

5 transcript is a true and correct, full and complete 

6 transcription of my deposition except: 

7 


9 

10 

11 

12 

13 

14 


15 PETER R. ROWELL 

16 Deponent 

17 

18 Sworn and subscribed to before me this day 

19 of , 1997. 

20 
21 
22 

23 Notary Public 

24 

25 My commission expires 
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